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(54) NF-KAPPA B ACTIVATION INHIBITOR 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
inhibitor having an NF- K B activation inhibitory 
activity and useful as a treating agent of an 
inflammatory disease, an autoimmune disease, a virus 
disease, a cancer, etc., by containing a specific 
indolocarbazole derivative. 
SOLUTION: This NF-/C B activation inihibitor 
contains a compound of formula I [R1 and R2 are 
each NHS02R3, NHC(=S)NR4R5, NHC(=0)NR6R7. 
NHC(= X)R8 or NHC(=X')OR9, or one of R1 and R2 is 
CO(CH2)jR10 or the like, and another one expresses 
H, a lower alkyl, a halogen, formyl, nitro or the like). 
The compound of formula I is obtained by reacting a 
compound of formula II (Y is H or a protecting group) 
with a carboxylic acid activated ester obtained from 
R3S02CI, etc., in the presence of a base in a solvent 
such as methylene chloride, etc. 
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H(0H)(CH»).^'. -(CH.).CH(Ga «••),. -CH.tK.R 1 '. - 
(OO.R". -CH=CH(CH t ),R". -CH=C(CQR ,1 ) J . -C=C 
(CH 1 ),R"£/ctt-CH 1 Cft"£aU R> fc«fc 

R"r", -CH(SR"),. -CHiR". -CD(CHi)tR". -CH(QH) 
(CH,).R'\ -(OO.Otf'CQR". -(CH,).R". -CH=CH 
(CH, ),R". -CH=C(0* R")it fctt-C= C(CH« ). R* ' 
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l&iti. |^fcJ;tfR ^ ^iP-ifcBS^^-^r-^IHSQ,R , . -N 
HC(=S)NR*R\ -NHC(=0)NR*R\ -t*C(=X)R* £ tc'xt-HC(= 

x-)ap*«r*. R , fcJ:tfR'©-;&#-axcH,) ( R , \ -c 
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J -fls:* (I ) 

tft 1 ] 




m 

#Kft<jr>r U -Jk gfefc b < «l!S<D^fn7 y - 

IK^NR'R* <JC*/ R'fcifftf BB-SfcBSftoT 

UftofitRiiKr «^4> b < &im&<DT y - 
mm i> b < b&b tw^f* n 7 y - * . b» t> b < 

U % Blft i b < B#BK0C&Btt7 Jk Btefc b 

< tt^attor y i/c/ci/#afe07 * ~jh&g* 

0 . aftfeL<tt#-att©^PT atfifcb 

< «#RattoT7^*ji/*/cttaft<> b < b#b»©^ 

'B. mKB*S*X£ftlO . »#4«>#Bft<07 

^jKa3tisa«8S«:*-r] . -nhcc^oqrt [a*. 
*.to*/cBs*jiu R'witHK^gfeor^^ 

aft«>i/<»»aiR<DfiiRa!ttr^**. BJS^b<B 

#BBW>{£»7 A\ Sift 1/ < B#B»©7 «j - 

;k a»ti/<ji*aft0^ci7i;-*. a&fcb< 
«*Bft©7 s Jk a^t> i/ < aafto^f-DT 
y-^r^+iiifcttBiftfcb < «*aft©7 y -^7 

Arir—friHt) $/cB-NHC(=X')OR' [St*, x'ttoi 
fcttS&ftU lfBB*fel/<««*©7A** </c 
/cbX*^U©i##attOft«7 ) . Bftfe 

1 < «*aieois»7 ftr&z-fc t fcaa» © b < «*a 
feor >^*^^ai ] 4SIT*\ if 
-uxoOtR" U*. iBi^e©SR**U R 10 B^p 
y>. nk 1 '^ (£*. K 11 feJ:tW 8 Bia--*fcBStt 
ot*|. gfcfcb<B#S30fi«rrt>*Jk £fet> 
b < B#Efe©7 'J - * \ Eft 4> b < B*Sl§KD-Nf P 



2) 1JBB2 00 0- 1 694 7 9 
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7"J-Jk Bftfel/< B*aft075***r1SaR r * 
+iU^j|/^^^;l^i/cB(Sa7iU^ + ^^^*-^ft 
T£\ R l 1 £ R 1 1 *«— *S5C o *C a!2y£-T-£B o A r^fiJt 
3ti4«X5S«HT) . SR ,J r**. if'B* 
JR. Sftfcb<B*B»^feia7il/+ik ISiiKB 
#Bfe©7 'J -Jk BftfeK BltBIft®^7"D7 »J - 
Jk tt6l/<Bai»©75iWr^ ?T*/V-)IZ 
fcB(Ot)>C&R" <5»C*. kBi-20Bft«^t/. i? 4 B 

*3Etfc««»7^*;i/«:»-r) *»ri ifcBOR 

io 15 [jK*. tf'Bftg. Bfcfcb<»#Bft<&IS«7* 
**ifcB<Of* <5W>. If'B**. ffi»7;k1^k B 
ft*> t> < B#B*07 y -^*/cBB»4> b < B#Bfe 
©A.f-pTM-ibiaT) . -01(010 

(Ot).R w (55* k ^I^GOMtflU R"«***r 

mtfrm&nc tmnx-hz) . -(oo-cHccaR") 
, «*.' nBo^*oi»«R;: 'irtt^sfeiffiK 

7 A*****") . -OlCftRH <5S#. R'MX^^/C 
Btt»7**^**T) . -(CH.XR 10 p{i2-6 

20 0^7^*^*fcj»»fcL<Biw*a>7 

«r*-r) , B»fcl/<»i*B»07y-Jk B»4>b< 
B#B»0^f- D7'i-;k OR* * (S*. R 2 2 S&4cjR. 
S ^, ft«7Jl'*/l/* fcBBftfc L< B.*BK8W>7 

. sr ,, 0:*. R l, BByiaR ,, <hi5i#-c^ 

5) . NR^fT (S*. R i4 fcJ:^'R l Mtn?F;ilR ,, *>J:a c R 
!, iBiat*5) */cBii**TJ . -CH=CH(Oi)rR f ' 

;k cd^' (at*. R £, BMeR ,, ti3i*r*s) . am 

1 b < B^BfeOT «i BtS4> b < B#Btt<0^f" 

30 pry-Jk or" (a*. R 2, BS?siR e< iPlSrife^) 

*fcBNR ,, R ,# (SC*. R"*sJ:a r R ,D BB?aR"*JJ:CJ p R 
"diHRtiS) . -CH=C(CO f R ,1 ) I (S* t R 

"BWEif'iBR-C**) . -c=C(ao,R Ji s 
B0^4OSK%£b. R ,i BSu.^R ifc iPlS'C^^) ^/c 
B-CH,^' (**. R i, "BBtt«R7Jl,**«:»-r) * 
:^b. R^iWOffeW'Km. l!Sa7;Hr)k 

>. frtol*,. — I' CI. -NR* * R 3 ' (S*. R ,4 B*»* 

fcBfi«7^***Rl/. R^B^kS. fi»7^*ik 

40 BBR6 b < B*Bft07 'J - ^ ^«rfl 

T) . -OK**), (5SMK R"B«H7**lb«rll-r* 

2 OOK 3 * dH* i o *C (CH L * fcB CCH, ), 

r) . -ch^ 7 isc*. r 1 1 bok* * [s:*, R^Bi-yffi 
»T^*^->y & (i^F y(B«7^*iK03o©(s«7 

H«-C*5] i/cBJfle 9 («*. i? , B«Eif , tH«r 
hi) <:*T) . -CO(CH) t R ia (jK'M. d*l^60H» 
?:«b. R ,t BlWBf , A|BI«'C*4) . -OKPOCCHXR 
41 i^C*. i»l-6©eftt«b. R^'BwSER^tBlil 
SO . -«HXCHR ia CftR ,J (A*. vBO-50il» 



(3) 
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o) . -(CH,).R" t/J:2-6C>gSi*:£U R'Mi 

ftW tn&Tt>&) % -CH--CH(CH I ),R 4> (5^*. x'^O 

(cq,r 46 ), R"ttOTfiR 0 &H«r**> tfca- 

C=C(CH).R 47 (5^ V«0- *?)£&££ U R"a» 

tiLfttLZ SWT * NF- x SSttf tfflff SL 

HKtsUla) 10 

Ift2J 




[5S* k R l 4 <fc cw ■ fcastft o t-nhsq, r 

3 R J «B0^<hplHr*€>) % -NHC(=S)NR* R* (5$ 

R 1 4sJ:6 K R , li-e*i-rtiOTEiHiS'C*S) . -M«Z(= 
0)nr*r' (5*#, tffeJtfR'afft^ftttK^EIIt?* 

4) . -nhc(=x)r s (se*. xfej:OTa*ft*ftft££ 

«ti«nMB^B«r*«) *a-rj -c&sti&<r>F 
p * ju/ y - * * /c a* (omm mc am $ * 1 5 

tS. 30 

[M3313] R , **^i:a ^ R , •/J5-NH:(=o)R , (3c*. R*a 

fi?ffi£0f|-C*€>) ^/^t^NHC(=0)0R» (5£+. R'Ufl? 
V- *S9ttS fcttfOJHmtClfS $ ft SO. 

3f* J fca^OJESWKftS* ft 4tt**»i£# i L r 
[000 1] 

f*«**r a -f > f p a ji^v- #c ft e> 

tats. ifiiroi^iKfflccn-rs. 

[0002] 

if £^£> x > 7 \ > - b *C f£¥ fcffittfM" 4 m 

mmmm®+tbz&%.2titc. nf-* scaur 
«. fmmm<Dnit^m^mmi>vtf)\ mm so 
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4 F*-f> I -f>>-D+>(iL)-i. Kli^ESi^" 

D-tt. THT-fl. IL-6. IL-S. IL-2»] ®a4*>*|fi» 
S5H 1 [ E--fc U y* 9 > (selectin). ICAW-l k \OM-l] 0 

(Annu. Rev. Immunol .12: 141, 1994)] . £tc. NF- tc B 

a. -eft s ***mf- jc «r*8Si!*T4 c i * 

6. ^ NF- c WWSttf tl*!Ja£*S*"r i i 

«x6ht*>5 [ti/-t»7- - 7>F • -feji^- - /< 

-Y*P*/-(Mol.Cell. Biol. 11: 259, 1991)] . NF-/c 

»4C4#r*4i*3t6ftrc>4. 

[0 00 3] 3 6«C, NF-JcBtt, «^<Z)^^>l/X0l§ 
t»SC ft"Cfc*K V&4*>73m$~¥~j F 

£L-t{>rigi*ftT04 [^ftg25: 1431, 199 
3)] , i/c, NF-icBOtS^^tJ. aifflffiOlmHiae^ 
■C* 4 C <b ^ < . »vCB«; - -7<7>i9«(JNF- /c B(C 
<fcr>Tjn:aLrC^4C<!:^^ [^lx=r *7- • T>F • 
■ ^<-/*P2/-0«)l. Cell. Biol. 14: 7967; 

1394)] . w-Kmvmmt. -smB^ommmt 
isxbmw aftrc»4. 3^cc. »9Mcck*>oTv 

ScHm^O^P*— *-*CttNF-icB9--f F**2 'stRUte 
I,, nf- /r bcc ct r *e¥M'S* rt » 4 C <h *5»J 6 ft 

n*4 [i>-\> — -f>\' ■ * j ' A ^ a/Py-(J. lomuno 
1.157: 81, 1996)] . NF- tc B<0#J$!&5>T-£>4Re 

1A (p65)^T>^-b>^0N^tCJ:^Sail2Oli^^Wl$iJ 

3K?#4 c isc £ o * - F * ro>j6fflia©**}i*W 
• if * -rts-si-fr - $ - • • ifYx>x 

(Proc. Natl. Acad. Sci. 90: 9901, 1993)] . NF-/cB 

iHaH«!a3B«Kc * 4 1 mw vt 4. 
[0004] mm&w-K B«rgttft-rs»ft*sws 

^^.7 F'C*41a:B. ^4t>{Jpi05^pi00^^J>K(t 

f*. *cd». c#i6©if^aiar Fa^p^ry-A 

ScJ:0^K$ft. ?SttaNF-KB2***4«r4. CO 
2«*». Wit, /cB1f^F(C^U-C«ft^ 
iS5ttfkT4. 

[0005] RelASf Ofi¥?5ttffcte*WT4NF-A: B^^ 
a^v Henoch. -f©say>»<t5cJ:orlK¥f§ 
ttft*«tm1Sft4*B^*4Ci3&««^Sftrt,*4 

ol. Chero. 270: 15576. 1995)] . NF-/c BOf£14ft(CM 

toiaai;>»<tii*«:ffl«-j"4iiswa. aaftassa 



5 

iSfkffi. ±»ti&£!i. t-f-xvl-*. &B\&M® 

notjj. mz&km.. antmrnm. \m&mv& 

u £#. 7htr-tt«*«. «£.§.. 7U4"f 

>m ks iei£5it.. mWA. fSKm. 

MS. < ilTFibm. fS&lfc£ffi (restenosis). 

$] (C®0rt^i^x6MS (£RI¥7-291fl60) , 
[000 6] K-252att. TK«i*3£-Cn*3*l4-/> Kn 
MHK«ti ft^Ujr* S (#818360-414 

39 (US4555402)] . 20 
[0007 ] 
Ut3] 




COjOt, 
K-252a 



[0008] K-252at.t. JffijaJtnt©IBK5tCi>t>rt}J-C^ 
8$l£*@o ri > £ 7 a -f *■ — fe'C £%' < PIS t . 
W-fimitimvm [is+'*--X ■ yt-tJb • +7" ■ 7 
T3l-?3ni>-(3pn. 3. Pharmacol. 43(supp1.): 284 t 

i9»/)] . to r-^&SBSff jb = *>3U - 

'W*7 *S>*>3b- >)V-f-- zs S a-dr— > 3 >%(B 
ioc hen. Biophys. Res. Coranun. 144: 35, 19S7)K W 

i>X(3. NeuroscienceS: 715, 19SS)J . LX£=> 
jBstW»fB8 [7lxi>Y-(Ancrqv43: 100. 19SJQ] . 

A • !rSX r >J-(3. Bio. Chem.263: 6215, 19SS)) . 

tnMMitmiT 7 7 ■ 7 -< VtWt) • /Otf»/#(Acta 
Physiol. Hunq.SO: 423, 1992)]. W*&£ff}|}#r£1£ 
[¥*-t)l> - -jl-o^tSX h ')-(3. Neuroc 

henristry64: 1502, 1995)] ^0a^®rSt45rW1'-5C 

[i>f-t)l • *7 • Tj«' ')*> • tr S. *A • Vtr-f I 50 



15K12 00 0- 1 69 4 7 0 
6 

r < -(3. Am. Chem. Soc.117: 10413, 1995)^-;- 

[0009] — K-252a0^(*{CR]U-c. 7'Or-/ 
>-+-;--■ bCfflgiitt. 1 7. $ 2 >£ftjqft|fttt 

¥8-26036) . tKmZi&tt. [#&¥ 7-113027 (US487777 
6). VC8S/07045 (US49239S6)* ] . B&4W9tiaftH\ Ivfi) 
94/06799 (EP630S9SA)] . jfoEKTfPJB (t#B3«S62-120 
3SS) . 3y>fMW4-:»-n>ttffe^fOT (WD94/02 
4SS) . milffii&iiiWMg: (W094/27982) . 
BSttl^ (W097/46565) . NF-/C 8 'J >BS{tS^PM?Stt 

<ftPR?8-31923S) ^SrWf SC £&mP>tlX(.>6. 

[00 10] 

[SB^»?tftLJ:7fr<E>SS] *RTO@r)tt, nf- 
ft. ^-/^Xtt^ft. S^NF-i£B*^#L/-Cl»^^ffi« 

[00 1 1 ] 

immtiisifctztcibozm *mnt. -«a < i ) 

[00 12] 
[<t4] 




(I) 

[0013] {SC*. R , teJ:L s R'tt|5]-$/c{.tS)ior 

*.^!T) . -NHC(=S)NR'R 4 (SCtfl. R^iOfR'UISl-* 

feast -,r*m, a&*>b<«#g»!©73b*ji'. s 

sieo7 »j - 3b . gja 1 1/ < t* *s]ft©^ r pt'j- 
3k a]Hit< mm&<D7-y)i'*>i'itcim&bis< 

Kt*Sfe€)^fo7 •) -3UT3b+3b5r«t*. R' 4 R' ^ 
SIT) . -NK."(=fj)NR* r' [^f]i. ftisJ:Zf#im-$tc 
(5«7 fl 3 + i/. g» ^ L < «#S&(Dffi;i81.5tt7 >b+ 

3k am & l < i tiNUt® / - 3K fcfc- 1 ^gi^o 7 
3k ifeiL< tt}m&o-r-y)i*)iztdtm%i>b < 



(5) 



^^^^f^-c^f>btcno^M^^**t] . -nhc(--x)r 5 
fa*. a*otfcas**U R'aafttKtttfBfe 

A (/e/cGX-OOi *#S£<D0^7**** 
KK ) . gfe*oU<iJ^feOfS^*T^+^. B& 

t> l < a#Bft©fi»7A 4-~>k Bftfc o < 

or >; - ;k g5£ t u < a#EJft®^r p 7 y - s 

M D7 'J -*7JMrArS/caBM& L < ttlWftOT 

-*^-4Z0(CH»)iR ,a Jttl-eU!>aa**l/. R" 

ttooyx nr 1 1 R 1 2 (St*. RVJWiOTlVBH-ifc 

BlftiL<a#»»C!>7«;--Jk BfefcL<a#Bfe© . 

jn&a-r*\ R il ^R ll ^i-^g(c^o"cg3gimT-?:w^^ 20 
r««3*i*«*«s*a"r> . s* * [a*, r 13 

< mm&oT >k b&& l < a*B»©^f-pr 

Jl/£/ca(Qt)*OfcR" (X*. ktti^2*)BEtt*«U R 

ftfc L < B#B«M>7 'J - A* fcttSlftfc 0 < B?FBft 

(OU.R" (3M>. *ai^tf01B**«U tf'tt*** 
&r*>ffiTElt 0 £ ISIHT'ib £ ) . -(CHi ).CH(CC* R 1 ' ) 

7>i/+^^r<^> . -cncaR 1 ' <a<k rvb****: 

W««7 • -<OO.R" [5£*, ptt2-6 
R"ttApy>, CCVR 81 (jS*. R"tt* 
Ba7Jt*^* fcBBftfe L < »*Blft©7 'J - A' 
. Bft&0<»*B8W>7!J-Jk ^fe*>L< 

**5Jk BaTiU***fcBB»it<«*Bft07 40 

y-^tiW") . sHf'et*. le'amof J tia«"c* 

5) . Ntf'R 15 (a*. R'^JcWMitJgR^fcJrO'R 
w <tf5]j£TAo) tfcttHtllT] . -OfcOKCHiXRf* 

;k can* 7 (a*. K s, ttS9gO( 8, 45:Har&5) . s& 
ht< tt#B»o7 ai**>b < Mm&o^~r 

ay *)->i> % tK 9 r 2 ^*bJ£k 2, £IpIS'CAo) 

"tour AS) . -cH=cccaR !, )i <a*. r 
> '(*H£ir'£H&-cA*> . -c=c(o«.r" ess*. * so 



000-169479 

8 

'BRER" £H*Eia£*-*fc" 

b-chor" <a«, §e j aBJfteH7^***«t) % 

>. t^l/^^k ^hn. -NR , *R S1 R ,4 a4:XX 
fcaft«7^-1r^*«l/. R"*a**. ffiift7;u--Nk 

7 5/ Jl/ . ^7 / < * * , Kft 7 ^ * ^ ^* * ^ A- S fc 

T) . -CH(SR J6 ), (a*. R ,, aiS«7iU*^«:IIT* 
2 OOR 5 6 ^-f* btl->X (CH ), * (CH, ) 3 ft 

r) . -ch 1 r j ' <a*. R^aor" ta*. R"ah9(s 

87^^!!^ (Uh»;fi«7^iWr>^IS»7 
R 4ff ai5s2R ,B iHSrAS) . -ai(ao(au-R 

" (a*. uai^60lSttf:IIL. R 4, aa?l£R 17 i|5ll6 

. ~(cn l ).a^ , caR ,J (S:*. vtio-sossft 
R^fcJr^MiliffiR^^ctWiKjlrA 
S) . -(04).R 44 (a*. i«2-60Sft**U R* 4 a 
B5IEl?*iB«"CAa) • -Cli=CH(CHi).R ,s (a*. xi*a- 

-40S?a*ab k R'Mtttaif^tHH-cAS) . -cite 
(caR ,6 ) 2 <a«, R ,, a«eR"tH*"CAi) *fca- 

^ v - jitR&f* * fca*o3Biw«c»s * s^ * 

[OOMJJ/c. **Wa. -tea (la) 

[0 0 15] 

Uto] 




COaCH 3 



(la) 

10 0 16] [5S4«. l?**J<fcCXR ! *«|5j-J tdAWt-* 

r-jusuR' (i^*. iettl5l2il5I«r*-5) . -nhc(=s) 



(6) 

0 

[0017] ±fd-fli^ (la) r«3ti4-f >KD* 

! j. Jbid— aa^: ( i a) r»sti4-f>KD*^/^y- 

[0018]? #fcWc J: 9, ±M-t&j£ ( I 10 
a)t?RS*i4-/>K n **/< y-*«$f*SfcH:*0 
SffiW«:SlFS5*i4Ja*flj8WEft4L'Cft*r4NF-JcB 

too 1 9] 

t.*W©*IBO»a] «T. HRSC ( 1 ) k&J-tli*. 
( i a) riishsfc^***i«i{fc£4ii < I ) fci 

Wt£#5 (la) fcl»5. ft03C8^D(t^ft5COl*T 

fcH*e**. neat ( i > o&soeftfcfct*?. « 

«7**Jk 4dJ:tff8JS7*3*2/. <5Jft7*3*2/# . 
*#:=.*. 1S«7** ***><*-**. H < /ft»7** 20 
*2/i;*£fett£<&flt7***S#a. KS»1^6<D 
»^£/ca#ftKO. W*«y**. x**. 7at : 
*. ^yynbVk y^;k -/yy>*. sec-?>*. 
tert- ?>*. ^>?-* % -fV7S*. J**^**. 
a-if;k;ut';k ^*2/*3?*iW. 7***«. ^ 
SSn^2 0omx/£U4MMftO. H*.«y**. x 

sec-:/*-*, tert-"-/**. ^>?>k >{77^K * 
:*^>**, Mf;l/yut';l/. -^*S/*. ^y-?*, 
*£*■*. yr.^, ^2/*. 0>f*isfr m ^frf^ 30 
>k x-f3 2/*fl*«-r. GftBK7***K. £LS& 
3-8(0. M^l.f^^U7'PW. 2>^P^>^;k 2/ 
^n^**/*. 2/^P^y**. 2/*o****3f*S 
<T. flHK7**~*tt. |^»2^8©e*P.*fctt»« 
t£©. «*«£-*. Y';7D-::Jk y-r- 

*. *f 7 7f^^ -Or^Jk YV^>f-Jk -f V 
yu_*. ^**fe~*. ^7r^;l. *?? : ~*9&iS 
1*. 72/*a, ~60. M;lt£*«*3*. 7-fe 

-7/k 7'PAy^k y?*/*, >*U»/Jk L"'<n-f 

* . KiiOT ■/ - * * *#x * £ fc a tsiEO^ fDT'J 
-*#*#:i*&i|? a 7»j-;k to*&7*)-fr*fr 

*~>k 7 >;-***/<***©7!J -*»»». 9% 

66^120, fflx.«*7*xjk L'y x~*. fyf-fr 
K^i. vfD7 , ;-JHj<t0 P ^f-a7 »;-**** 
~*<D^n7y-*»Ht. try 2/*. »; s 2/Jk 
eoy*. 7-x~*. -fsyyu*. i»r/y 
<J*. fh7:/'J;k *y»J*. ^y+y/ik -<>X 
Y s y y »j *. ^ r y * . -< > y ^ 7 y u 

t. 7v***tt, «JR»7^1 50. Rx:^>v 50 



15632 0 0 0-169479 
10 

*. 7x*?Jk ^>xtK'jJk *3*rtr*?insir 

^T= ^fP7 , j-^7A4iHi. t*»J2/*^*. t 
»j2/*x^;k f^^Mfik troy*-***. 7 
*7»j*. ?xr.^^c?-iHjP*«r. 7y-*7*fr- 
*a. ^tS8-J5^. fflx«x*y*. 

a^frmziK?, ££H**t*^rfa«sft*«jfi 
*. t'^yyy. -t** 1 ;-*, ***»ja **** 

*y>\ N-/f^*fc^52/~* % Y>FV*. JV-<> 
PJ*****. ^py>»; 7*3SL IS3R. *5R: 3 

[0020] B&ft«7***. g&7***. 
»7*3*2/. »Jft7^irxjKCbtt5Bfeia*. H- 
*fcBStt-?rttftl-30, fcFn*2/. fifMK 
7***. <S»7Jlo*>\ '18(87*3*^7^3* 
>. fi|R7Jl/3*5/7*3*5/-7*=f*2/. 7t^7* 
3*^. t/*teB2/fi»7*tW 5^7A3*k 
7«;-***^ 75*****5/. ^*#*^. flSfft 

7*3*wj*#-*. ^Fn. r^A -^yi/ta^ 
18187***7 5 A Apy>f tit. K«7*3 + 
^7*3*->. K«7*3*S/7*3*5/7*3*i/. 
*y*fctti/K«7***7 5 ^7*3*5/. ^e^i/c 
a^«*7***7 ^ -/d>7***aft»B. SSf£f&lft7 

***tHiS'c*o. js«7*3*^7*3**/; ess 

7*3*t/7*"3*S/7*3*S/, 7 S -/7*3*5/0 
7**U>3P»W. AKfift7***a^G4dR« 1 ^ 
l>/cSr*0. 7»;-***2/07»J-*8B»tt. msc 
7y-*il5||Sr-*0. 75*****^075*** 
»»aB»SB7 5 *** ilSISr-* S # «BHBtt7** 
*. fi«7*3**/ % fflcft7*3*E/^7*^*iiJ:V 

[0 02 1 ] ■ftfl»SK7***. iBtt7y-*. SS 
frNfPT'J-^ S8S75***, gft^fP7 , J- 

*7*+*. m%y y )-fryfr } r-yv. m%T*)-frt) 
*/<* ^ *«: wiiftiu. /cag^-> rgfe 

fi«7***. bFP+k K»7*3* 
v. ffi3ft7*3**/7*3*5/. fi»7*3*2/7*3 

*£/7*3*5/, 7 5^7*3*^ ^eyifctt^fiSSl 

7***7 5-/ 7*3*2/. 7V-***i>, 75** 
***S/, **#*!/. ffi»7* 3 **/**#.=:*. - 
hU. 7^y. *y*fc«5/fi«7***7 5-/, 
y>5*«T. ffi«7*+*. fi«7*3*i/, BR7 
*3*2/7*3*5/ % fijR7*3*5/7*3*5/7*3 
*5>. 7 5^7*3*2/. ^y*fca^ffi»7***7 
$y /*3*5>. 7 >;-***S/. 75*****2/. 

CSJg 7*3*2/* * * . * y i fca^ffi«7 ** * 

[0022] ft6« C 1 ) CD^a«CC»§3ii*iSiJ. 



11 



KHftaturtt. SK»S. iSBlg. ') >ittt9©*.l* * 
i/cuty -^h'^Ata. ft'j^WOT* 

7 A£ £ bTBT A . f • r 7> ? Jt/7 

t^>; v>s?©ttfioti. 7 s yBSttms 

«; ^>s?©tttt]is#£t:ff>tt*. 

(0023 J *ic. <k£& < 1 > ottKttcoii-attiH 

2a£ffl#l1}m£L,Tm&U£Sfc©-C*S#. £"C©5J 
ft*. JaTK^TiSBSaKis^-C. ^ffcL/cS^KS&fr 



UM2 000-1 694 7 9 
12 

> - Jt — fjz. j 9 ■ v>ti (Protectivs_CcoupSr-Tn 
Orqanic Svnthesis). ? (J. W. Greene)^. i>3 
Is . rjji)- . 7> Y ■ ■ -OrJ-^U-iy y ¥ 

(John Wilev &Sons Inc.) (19S1#) $Bj %ffl<,'*C 
iCCj:'). @flm£1M:iS*C£ £tc. WIS 

^(b^-c^ffl^^iffiifk. Stc. ttta. 

moymi-lM^rm^^cthxt^, £tc. eft 

[0024] mm i 

fk£1& ( i ) JcteoT. R'teJ-.o'tf w^-NHsaR*. -fwc(= 

S)NR'R\ -M<(=0)NR*R'. -MC(=X)R , *fctJ-NIC(^X')0 
I? (SC*. X XV If. R* . R* • R*. R'- R'fcitfR'tt 

-5-n-e^B?22ii§iii-c**) ■■c**<k^«i ( I - 1 ) 

«. -X©S)t«It?-K£f t .4 C <!: # 
(0025) 
Hk6] 




{ID 



[0 02 6] IttP. *X?mZMX7V7-fT 4 7 ■ 

■ A > • *-ii~vi> ■ >->Hrv* [Pmtec 
rive Groups in Orqanic Synthesis, if')— >(T- W- G 
reene>«. t>a > • *J<i ')- • 7> K • • -f>=» 
-XVAt-i F(John Wiley ASons Inc.) (lSSl^F-) ] 
(Cl2iS©(¥.Sg-C&0, R'*k<fcc/R'M;l:-NHSaR\ -NHC 
(=S)MCR\ -NHC(=0)N1^R'. -NHC(=X)R , ifca-W<(= 
X'Ktf (5£«t". X. X\ R*. R*. R s . RV R'. R'fc^^R 

[ 0 0 2 7 ] III 1 : (k&ft ( 1 - 1> «. t#£¥S-26 

(I 1 ) i. ffc£$ (ID tC.*tt-C0.5-20^SOR J S 
QCl (SCfJ. R'«wiei|5iar4>i) . ifR'UKT^SDCl 

4> v < wr 4 r 1 ncs (&•!'. r* fe^fc c^r"' a-€-ft-eft wie £ 

^STi>5) . R i R'NHC(=<J)ai>L<aR'R'NCO(S'1 1 . 
R'tei^Rli-Cft-CftwidiPIjl-C*?)) . RfCNOCl 

(xW. xteiwii^ti-eftsiiietpiiir*?.) . (r' 

C0),0(SM». R-'affHeil^R'Cfco) Jfc»lftt(=X') 

ci (5^ff. x-ijjryR'WBiieiPS'c*^) t^k&ft 

(III)]. ifciiM-t FD + y7.?y>^i F. 1- 



J .^^hO7*y-^if<5:R'C(=)00H(3C4 ] . Xfe 
J;CXR , ti^ft-ttin5ga<tPI|-C*^) [(k^ ( I 
V) ] tf)^mhtii>ti^t^Mim^^r-^hL< u 

355 ( I I ) CCtt 0.5-20132© r 'J I* >1.7 

i^A5J-{y^DfA7s>. t»;> ? >. 4-y^^7 
Z>ctifi-c£?>. gic.B. iiSo-ioo'CT. i-72e#ra 

[0028] {k^13J ( I - 1 ) ©9 ^R"i!j:c>R'A 5 -NHC 
(=x)R* (jW. xfcJ:6' : R , « ; C-ft-C t ftB?ietl5lll"C*) 
^) X3>Z>\t-&® ( I - 1 a ) It. :X©5£Ifi;cS£i> 
IJiS-rSCiio-Ct*. lk^«J ( I — 1 a ) it. itZVl 

(11)4. fk^W (II) (c*tu-co.s-2osm©(k 

(IV) i^:. JSIk^f W>. >OB**A. N.N- 

yy****A7s h'VoSWf. ikott ( l l ) ic*l 

50 L.T0.5-20S£©r »Ji**r£>. 3.**V4Vf 



(8) 

13 

OttJEfcJtfit&gi (II) K4Jl/tO.5-20SS©1.3 

(0029] ft#fo ( I - I ) ©^R'fc^yWtf-NHC 
(=S)NR* R* . -NHC(=0)NRfR 7 $fctt-NHC(=X')OR' (it*. 
X'. R\ R\ R\ R , fc s fcC c R , tt^n^ngule<!:la)ll"C«) 10 

6) v&zitis® < i - 1 b) a. xom-i.mcm^ 
mtzctbvzz. its® ( i - 1 b) a. itstt 

jfer.*Ar s K<s©jg«4>. (fc£*i (ID 

5- 2(af.©glS 0 < ttlWBtOT 'J-*#PB** 
y - r £ fcttitfS ^ < »*»«M>7- 9 -* 

HCPfflS-t*. It&$ (II) £** 

U-C0.5^S-S€M©R*R ! MI (St*. fffeJrVR'tt-e 

n-enB5SiiE)ii-c-*)*) . r'r'mKS:*. xhzur' 
azhzhm&mmxbz) itdttem (5»#». r^j io 

ff)12iPJiir-*-5) [ft£13? (V) ] Zfc&ZVZCt 
(C J; 0 fg* C £ t K& ^ K tt#*«M>7 ') - 
si >? d ci * )M - h to <fc 4> b < ti#gte<Z>7 y - 
j|/ ? p n f- i V * A? J - KD7 V - Mtmii 7') — H- £ 

*JM -- r S/cUBfe i> U < t.t^S%OT >; * CJ a 
■C. 1~24B#BHT*>*1. R'R'm R'R'NHSfcKR'OHi© 

@c&w. ffiSo-ioo*cr-. i-72B$Rgif^n-s. jo 

[0030) 12^2 

(t^«5 ( 1 ) tC*Jl»r. R , *5J:0 £ R , A^^-C-NHS0 

. -NK(=S)NR*R\ -NHC(=O^R' , -NHC(=X)R' it 
tt-NHC(=X-)(lR' (5S4 1 . X. X\ R*. R* . R*. R*. R* . R 

* fc<t ew tt-&ti-etisra5 4 rut* 2. ) -c**it£is 
( i - 2) «. ss^f*i mmo&fiTx-mbtiz. it 

1 0 0 3 1 J M5*j* 3 4 « 
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". -CH<CH)(OU„R". -(CHXCHT'CQR". -(CH),R 
*\ -OUCH(CH,).R". ■OK(aHl") ! . -C=C(CH,),R 
"Sfctt-CHOR" (5W». i. m. rv P. r. s. R". 
R". R", R". R". R". R". R^fc^WHi-e-tt-e 

K197A+Jk ncy>. -hn. -nr 

»(?', -CHCSR"),. -CH,R". -CCKOtXR". -CH«*0 
(CH,).R". -(CH,).CHR"a3.R". -(CH).^*. -OfcCH 
(CH,)„R". -CH-XiCO l Tt\),it^-C=C{CH,\R t ' « 
*. C u. v. w. x. y. R 5 '. R* ' . R 5 * - R". R". 
R". R". R". R". R". R"isJr.U : R"ltx:tix?tim 

atmm.-c»>z) X'*>z>item ( i - 3) it. ww^es 

[0 032) R*$tclttf<£iz*toZ>'Bl&&< i >%&l*. ± 

prehensive Orqanic Transformations). R. C. 7P7 
9 (Larock) (l939£p) ] (Cfc-^T 4>'(f OCifc-C- 

«i. finai. m#. iitt. teaffsafovh 
icmti>cti>^mx-Ai>. 

(0033) lt&15l ( I ) 5Ct.t. ^(BJ^ttf** /cWjt^ 

?g;cs^S^-s. <fc&» ( 1 ) offl*iR»tfci»i*. 
(t^«? ( I ) J^©JBtM?6ft*iS£5Cfct*<Z>**titi8 
rttt.tJ:<. £tcj&®<DBX®L>t\Z®£lcll. iiSO 

[ 0 0 3 4 ) *t~. <t£U) ( 1 ) fcJ^-eossflici* 
^i^istt. <Dtm , &i<DfcX'& 

(0035] 

(Ri ) 



(9) 



15 



WIS (D 




1 NHSO2CH3 

2 NHSO2CH2CH3 

3 NHS02(CH 2 ) 2 CH3 

4 NHS02(CH 2 )3CH3 

5 NHS0 2 (CH 2 )7CH3 

6 NHSO2CH2CF3 

7 NHS0 2 — @ 

8 NHS0 2 CH2— 

9 NHS0 2 -^-CH 3 

10 NHS0 2 -^- F 

it NHSOa-O" 01 

12 NHS0 2 — {^~ Br 



1VI532 00 0-169479 
16 



[0036] 



[«2] 



m 1012 0 0 0- 1 694 7 0 

17 



mm (2) 




13 NHS0 2 — ^^-1 

O2N, 



14 NHS0 2 - 

NO2 



15 NHS0 2 — ^ 

16 NHSOr- ^^-N0 2 
NHS0 2 -^-OCH 3 



17 



18 NHSOz— ^ = /-' 

19 NHS0 2 — 

Q 

[0 03 7] ^ 3J 



1VP32 00 0- 1 694 7 9 

20 



*m (3) 




20 


NHCSNHCH 3 


21 


NHCSNHCH2CH3 


22 


NHCSNH(CH2) 2 CH3 


23 


NHCSNHCH(CH 3 ) 2 


24 


NHCSNH(CH2) 3 CH3 


25 


NHCSNHCH2CH(CH 3 ) 2 


26 


NHCSNHC(CH 3 ) 3 


27 


NHCSNH(CH2)2CH(CH 3 )2 


28 


NHCSNH— (3 


29 


NHCSNH(CH 2 )20H 


30 


NHCSNH(CH2) 2 N(CH 3 ) 2 



[003 8] 



[r<4 1 



(12) 

21 



351 m (4) 




31 
32 
33 
34 
35 

36 

37 



NHCSNH— 
NHCSNFT^yO 
NHCSN(CH3)|^y 
NHCSN(CH2CH 3 ) 2 



NHCS-N NCH 3 
\ / 

NHCS—N^O 



*1X (5) 



(13) 1SH2 00 0- 1 694 70 



24 

23 




38 NHCON 

39 NHCONH(CH 2 ) 2 OH 

40 NHCONHOCH3 

41 NHCONH^*^^ 

42 NHCON(CH 3 ) 2 

43 NHCON(CH 2 CH 3 ) 2 

44 NHCO-N^) 



45 NHCO-N^O 



[004 0] 



[*61 



au a (6) 




C02CH3 



46 




47 
48 


NHCO — <1 


49 




50 




51 




52 


^OCHi 


53 




54 




55 




56 





[317] 



1JKI2 0 0 0- 1 G 04 7 0 



*1* (T) 


H 

COaCHa 

R 


57 


NHCO— <°> 


58 


NHCO^Q 


59 


NHCO— 




H 3 C 
NHCO— 


61 


IMnx-AMT" ^ v - /f '3 


62 


NHCO— Cy-iO^hCHj 
B ^ — 


63 




[-318) 



(16) 13B 2000-160479 

30 

H 




[0 04 3] 



30 im] 



(17) 



[0 04 4] 



31 



(9) 



15KJ2 0 00-109470 
32 




CO2CH3 



70 


n 

0CH3 

NHCO— \/> 


71 


NHCO— ^^-CH 2 CH 3 


72 


V / 


73 




74 


NHCO— 


75 


NHCO{CH 2 ) 6 CH 3 


76 


NHCOa^^ 


77 


NHCOs^jJ^j 




"tip 

C0 2 CH 3 



A CHaOCHa CH=CH-^ 
B CHzOCHgOCHzCHa CH 2 OCH 2 OCH 2 CH3 
C CH 2 0(CH2)20CH 3 CHaOfCH^jjOCH:} 



(IS) 



33 
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[0045] ;xcc 

YMisy r*4tJ. Puiita^O^S (ruiita6. Genes & 
Oev.6: 775-737, 1992) tlMfKLrUTOJ^Klf^ 

Cfcb6ttC*. "Tttto^. 3 x lO'lHCDJurkatflllfia (t 

nana) ^35 ^)7w 7 5/»«casio(/fctt. KRft& 

fc 5 J: 9 5Ca!ftl 305}fgje&. TNP-a £&isgl0 nq/ 
mlift&J:^ K&flO L "C $ htC 30fr£H L T tUB&Stt 

flOLri^«<?)}«f^if £/c. TNF- a M^JBfiF t) St 
tl/c. ®ftUcfflMZ. 50nWlSft^F (NaC 
1) . 10 nW EDTA. 2 nW ECT/V O.IX^-^? F-P40L 10 
%i?'»itn-;k 1.93 no/nV<i -is^WLth UnM 
7 x~JUy ^Jl/XJl/? ♦ ^Jl'^Jl'^-f F\ 0.1 mq/tal 
D-f^*->. li*Jy^ ^U^ hwU (DTT) £s^2 

*>8* (icpcs) IsSni? (ph 7.9) lOOai&ESaL* 4 
-CClSdBliR L < »tf L/c. C Qfiaffi€&»M!&<l> 
IS ( M-fi§X <**) *t») tM *C. 12OOOBKT-10& 

l>/c. 

[ 0 0 4 6 ] 10 nU0ttftvy*S/$ A (MqCl, ) . 5 MM 
ODTT£sA,/c50 r*4CD F y *&H (Tris-HCl) 

(pH 8.0) (Cfc HFN-fl^U*-*-ONF-JCf4S^KJ*J 
£irtr* 0 zi* Wt* F <E5US^ 1 ) «riO pmol. 



*7 l C. 45&I3H 3 >bfc8, 0^S-M-EBTA*1 

/i 1, 1 r*l EDTAfcSA,/clO nfl Tris-HClfctSivft ( pH 8. 
0) £73*1 Wttibtl* 1M Tris-HCl^ffj^ (pH 7.4) *C 
f&ffl Lfc7*y-*4?P05f* )l A 1- L /c?gi# 

^/fflLt:j»l/<»E»t/c. $6(C. 2uq/jilO* , JdI 
/(JCi77^7y7^Wtf^ <!*) t±£?j 1'1/ilifittl 

i/«»a, 5oajser5&ras*5Tai//w*iBaift*-b 

gtL/c 

[ 0 0 4 7 ] 0.5 M-MaCI. 10 n« CRT, 10 nW EDTA. 50% 

0.1 M Tris^ClJSffiig (pM 7.5) tl/il. 10 mq/mlO^ 
imiS7Jl/:7* >*0.3J*1. 0.035 /ici/aKD^^VfB^DN 

A£m i i 9rcr 5^rafln«^ffl s hfctt«tt«ai* =f 

*>U*^F (100 fmol//zl) Izfl^LTII&fftCC 
10xi 1 <!: Lfcg£&K±!Er JKfS L/clu lOiTOKttiiS 
^JObt, ^•Cl0Sfs1^>+-^^ ~F L/C C<E>ig 

20 r v x#a>Btt«* I l 3 "C4%-7 * >; ;i/7 s F* - 

g/Uc*£f*# y 7 * >) >ir s f^k «fc o SfiUfcM 

a>)f4^rfEttDfc. 8J*'**~>©JB*rtt. bas-2000 

(«) t±ia] riTi>. NF-*Bt*!;=fK^i/*^FA«iS 

[004 8 ] 
[Ski ] 



5.92 GRq/mlCD [r- J *P] ATFfc3<il. T-fiPU^^U*^ 1 
F + ^-^10 units^^ttlLra^^SMliU/c, 3*30 

ffi^* (%) = C (cwsoii5)taffOJtt«?5tt) - «tt&o&mn<z&$ft&) ) 



[0050] 
[» Ml 

W2A 

ffc^No. fiftS* (%) 



4 6 


7 3 


4 7 


9 5 


4 8 


5 4 


7 6 


9 8 


7 7 


7 4 


A 


8 7 


B 


9 7 


C 


1 0 5 



40 



[0 05 1 ] i*-cB7n*-*-ftfffifclE so 



(o j: 5 ^s-s«H«sftjaua»*^ & l /c. aia«c«A l 

fc*7*7*$ FpIMuc©npRffi4aTK5W. P201 (Yat 
es, J. Nature. 313: 812-S15. 1985) ONarl^ 

>T h CCQal »J >*7- £ Y y- > > L/C fcO^Mluli 

aarc»L/cW^ (*s^>*^— WteF^o*- 

i. pluc2 (Tsuda. H.^>. Eur. J. Haematol. 52: 73-7 
9, 1994) ^fcfluUClal-CWffiL/cKK^:^ 
>L vT;l/ v >^^ i7-^U#-^-^^ ^-pluc22?:J§b5 
L/C pAluc22(i. pluc220^oliAsp718tf ^ FOIHCCS 

v4oo*UAW*D*>^t^«:Wr S^fiR* 9 Jain?** 

F IY25 (EWS^2 ) . Y26(K?'JS^3 ) . Y27 (ffi 

?*JS^4 ) . Y2S (EWS#5) ) *»A-r^Ci(ci: 



(10) 



35 



{0052] P-5SA2 ( ruiita, T. , Nucleic .Acids Res. 
17 : 3335-3346, 1939) ^SalliHindlirC^Bil/^lKJt 

(t ^ > ^ 7 n >-/s ge+^'pt- ^-rtw- 

0>-/3jfG^7a*- $ -0-55^6 +Mi$»£ < Fuiita. 
T.6. Cell. 41: 439-496, 1935) *£tt] t. pM«2 
2t»wl4HlsdIire«milbfe>ifr*7 ^y-J/a >C/-C 
pIF-luctttai/fc. C©*9* 5 F*t hBIM8tt293 
EBNA (ClCNTECHtti?) KigAft. 0.3 nK^lOHyq^JJll 
fce«1-&C4Kj:-»-CHwiHttllISta«U/c. Hva 10 
fH14laiia«** l 6TNF-a (lOnq/ml) «a(Cj: ; or^>' 
7x5-^i*tt<!)«i*3WB82nteliB» (WTCKK.C4 
ifflBtff*) *j8Rb-C. HT©S»K«l»fc. GKK.C4 
fflBtt. TNF-a (10 nfl/nl) $&K<fc ot*:»£©67 

[0053] QCK.cmm^nmuc. nf-k ersttoras 
KSIiiklT© <fc •> «: b -elf 0 c £ * 5 "C # & . fcfcb. c* 
lis 



1JH2 000 - 1 69 4 7 9 
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MR {ttWXUEM iocSk** b fc t> ©% 1 

oniiCinbfc (ft^©^-iSt«w u > ». 3ofrR5H> 
h bfc, lOOna'nlWW-afclO^toUc 

HL 36(C«B-{ isi-^-f i->x-i 

00. 1 nM DTT*SA//clOO nMV >K2*^^ ') V Aj&ftl 
00« li5 iiUtf ') f>. 5 nW ATP. 0.067 nM D- 

>\,is? x >££/Uc3 *flffi^ 2*jg?8300n 1 

y x 7 - -tfi*tt%»£ Ufc. *f *ffitt©«E 
JCJi. AutoLumat L8953 (EG & GBertholdttK) 
*U «M>*i>7*9— WStt* (RLU) £i915Eb. X 

[0054] 
[f*2] 



[ 0 0 5 5 ] SS8Mt6tt©B33i**3«KJivr. 

[0056 ] 

(3112) 

nan 



(%) = C <CHSO*»««> KLIi) - <lt***»K«> «"> 1 
/ [ (DMSO^*P«»RLU) - (TKr-«*B»«®M«> ] X 100 

C©*»CCK*>6ftl». bl-fcSHMSTHP-lic. 12-o- 

fc. fcj:-e8 x 10'<1©TPA«J111THP-Ili»a ; &6^i^7'l' 
^.flnL-C30>tr O 1^b/c. TIF-a«&iBKlO nq/mliC& 

H«bfc. ttJBttRibr. ffl»lt&«i*SWt«ci»rM 

30 vw-mmmbiSMUc. THP-iSBaa©ii£b/ciL-6£i 

L-l/3©fi©2>)^W. v hOiantHcinc'" (R 

&D WSTEMSttS) KJ^TlT-j/c. *»HC*W3*l 

[0058] 
[»3] 

m** (s) = [ (imso ft> " (ft****"*®***' J 
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[0057] asms I«-6i IL-l£ ©£££**"*" *> ffi 



[0059] SWKft^fll©JBlMS«:»4*K»-r. 

[0060] 

[SI 3] 
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JMft 





(%) 
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4 6 
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87 


4 7 


1 6 


8 7 


4 8 


26 


8 7 


76 


98 


8 7 


7 7 
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8 7 


A 


1 0 0 


>9 4 


B 


1 0 0 


8 9 


C 


1 0 0 


9 4 



(0061] «5ftM4 SS^affiESElEConft?* 

S) ( »J >fiSflWS-ClOA<C3HS) £100 ml&ft&^L 
^ * ;t/X ;U**^K, 5% Tween(80)~:£tf M >rfc*SSitfJ * 

<t^«5No. mm (%) 



(20) tJH2 0 0 0- 1 69 47 9 

38 

*l£^»] . 5» CMSO, 5% Tive*i(S0)~: a tr y->t£*f ffiiST " 

x#tf>Att#R<*>Fa> *R£Wc. ac^-*** 
X i/ F , K T*een(80) £ at- V >e£*fffi$ £ /c 

aitgtft&a:*. ftSieraa*jJ:j/-tfl>f42^ia««: 

!*. ^i»*iawteJ:^o»24B#ia»fC I Bit 5 011 
jM?* */F f 5% Tween(S0)£gtf »J >ffi»88?£$ fcttlit; 
iS^t/cl^Polf^. ;^Cl/m<hLTB?^Ol0nW 7>IBS 

*6£E<DW3*8l/3ft>fcti (T) 

S*Sb5lc*fcB (c) [(C - T) / c] x ioo 

CO £9fJ*U BBKI&M* (%) ±l/te. 
(0 0 62)-ttX£95HSC^T.. 
[0 0 6 3] 
[11143 

[*« (mg/kg x 6)] 



76 



89.7 (10) 
86.4 (30) 
91.3(100) 
87.9 (0.3) 
44.7 (0.1) 
49.1 (10) 
83.4 (30) 

90.3 (100) 

89.4 (10) 



(006 4 ] (t£1* ( I ) *fctt*0^»:c»S? ti 

a ( i ) */cii^oMiiwtcHrS3n^ja^. some 

zmmmiim£$>z>ct&%.$ u>. 

(oo65] *ia*Daswc*fc->ra. wiaats. y 



t i£*fl l BfcfcO 1.5-300 aoiDiSliiSa&dW?* 
[0 066] i!tKI©«HK:*fc^T». ffi*tiaffi. 
50 IS&aHFtSfffi^iOfflir^tfii*. fifflOSHWc**: 



G-'i) 
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'tit -y-rm^hlt^K t> -7* b3H<0M$ll~&fc -> 

I fflft/cO 1.5-300 ■aOjgftBSiriaSti*^*^ 
[0067)^7 y/JWMBJfc PSx^ 

[0068] mffl<Dsmic3>tcr>ra. *. £fin&«i 



W6* 



15Pa 2 0 0 0-3 69479 
40 

fta<i. Jt»s. y*3-x5©3SRfta. f 

[0069] ft£tt < 1 ) *fct«©JBM&KllF8S*» 

•^mWilS-BS/c 5 ? . 0.1~20mft/k<j £ I ~4 0Jx-^ 
T%«!»«*r*U». «TK. «tt«fcJ:Cf**«*li! 
T. 

[0070] ttfc. 4tfrttettr*ail!Hfl:£*lfcJ:ff 

-26036 iC. (b£13Ji. tf*tO/0248«ca«3*l-CC>4{t 

[007 1 ] 
(« 1 5 ] 
Y 




C0 2 CH 3 



b 
c 
d 
e 
f 

9 
h 



NH 2 
NHg 

H 

I 

CHO 
CHO 

CH2OH 

CHgOH 



NH 2 
NH 2 
H 

I 

I 



ch=c: 



CH=Ci 



»-0 



COCH3 
H 

COCH3 
COCH3 
COCH3 
COCH3 

COCH3 
H 



CH2OH 



CH2OH COCH3 
j CH20CH 2 OCH2CH3 CH2OCH2OCH2CH3 COCH 3 
k CH2OH CH2OH H 



[0072] 



50 I jlftWJ UteMi ft£15u 



(22) 

41 

(t£«!aOl#£¥&-26036) 45.9 mq (0.0790 mmol)0N,N- 
*Jb*JW*7 $ K(l h 'J 5 > 

0.03 mlfcJlOV *>XJ«/*-iH^ri7-/ ¥ 0.0153 ml 

434.3 mq (67%)?ffc. 
[0073] FAB-MS m/z 654 (M.iy 

•H-NkK (300 MHz, 0MSO-4) £ 1-97 (dd, 1H, 3 = 4. 10 
3, 13.4 Hz), 2.13 (s, 3H), 2.97 (S, 3H), 3.00 (s, 
3H), 3.92 (s, 3H), 4.91 (d, 1H, J = 17.6 Hz),4.99 
(d, 111, 3 = 17.6 Hz), 6.34 (s, 1H) , 7.12 (dd, 1H, 
3 = 4.3, 7.2 Hz), 7.36 (m, 1H), 7.39 (m, 1H), 7.S8 
(d, Ul, 3 = 2.2 Hz), 7.89 (d, HI, 3 =3.4 Hz), 7.9 
1 (d, 111, 3 = 9.2 Hz), S.59 (s, 1H), 9.11 (d, 1H, 

3 = 2.4 Hz), 9.54 (s, 1H), 9.63 (s, 1H) . 
[0074] «ef#2 tt£«32 

ffc^btfS £¥3-26036) 39.9 mq (0.0303 mmol)€>N,N- 
S/;rf*Jb*Jl>A7 5 K(0.5 ml)?3>T$£, b VX^JUT ^ 20 
>0.03 mM6£V*5>Z)\'*~)\'W7'{ K0.O204 ml 
(0.215 mwl)*»it. Sat?»BIS»Lrfc. E&ffitiR 
{C40^y S >*i§3£0.01 mll-JJOXi* 6CC^ar*2 

?a&Ut£^2*:37.4 mq (6SS)'f?*:. 

[007 5] FAB MS m/z 682 (M^l)' 
'H-Mv« (400 mz, HMSO-ci) 8 1.26 (r, 3H, 3 = 7.3 
Hz), 3.30 (t, 3H, 3 =7.3 Hz), 1.97 (dd, 3H, 3 = 4. 
9, 13.9 Hz), 2.13 (s, 3H), 3.05 (q, 2H, 3 =7.3 H 
Z), 3.10 (q, 2H, 3 = 7.3 Hz), 3.3S (dd, 1H, 1 = 7. 30 
5, 13.9 HZ), 3.92 (s, 3H), 4.90 (d, 1H, 3 = 16.9 H 
z), 1.97 (d, 1H, 3 = 16.9 Hz) , 6.32 (s, 3H), 7.11 
(dd, 1H, 3 = 4.9, 7.5 Hz), 7.37 (m, 1H) , 7.38 (m, 
1H), 7.86-7.91 (m, 3H) , S.55 (s, 1H), 9.32 (d, 1H, 

3 = 2.2 Hz), 9.59 (s, 1H), 9.71(s, 1H). 

[0076] mmm <t£i»3 

<t£1*>5b(l# £¥3-26036) 39.9 mq (0.0S03 mmol)*>J:tf 
X-y'UJ\y A)l7fr^)l>t7U-? j KO.0242 ml (0.215 mmo 

[007 7 ] FAB-Kfr m/z 710 (MOT 
'H-NkK (300 MHz, UMSO-4) S 0.96 (t, 3H, 3 = 7.5 
HZ). 0.98 (t, 3H t J =7.5 Hz), 1.72-1. 84 (m, 4H). 
1.97 (dd, IK, 1 = 5.0, 13.9 Hz), 2.13 (s, 3H) , 3.0 
0-3.10 (m, 4H). 3.92 (s, 3H), 4.89 (d, 1H, 3 = 17. 

4 Hz), 4.98 (d,lH, 3 = 17.4 Hz). 6.36 (s. 1H). 7.1 
1 (dd. 1H. J = 5.1, 7.3 HZ). 7.35 (m.lH). 7.37 (m, 

1H), 7.86-7.91 (m, 3H) , 8.61 (s. 1H). 9.11 (d, 1 
H, 3 = 2.2 Hz), 9.60 (s, 3H), 9.74 (s, 1H). 
[0 07 8 ] H£H4 (fc&BM 50 



1SB2 00 0- 1694 7 9 
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ft£ftb(1# £¥3-26036) 39.9 mq (0.0S03'WiDT)^£^ 
l_y^>X;l/Jh^^^n^^ K0.0279 ml (0.215 mmol) 
J: lj**HW2iHtt<D^j£rft^4^45.0 mq(76?0f# 
tc. 

FAB-MS m/z 733 (Mfl)' 
[00 7 9 ] $£ffl5 ft£&5 

(t'&^bdffi? 8-26036) 39.9 mq (0-0803 mnol^dJcO' 
l_*>7£>;Ul/*~Jl/£P^ F 0.0421 ml (0.215 mmo 

v£V£mmtm\mi5&v{t£mz:49A m (72%) 

FAB-MS m/Z 850 (M+l)* 
[0080] '#DJSffl6 <t£«36 

ft#ftb(1££¥8-26036) 39.9 mq (0.0303 mrroO&cfctf 
2,2,2- b •J7^*nx*>XJl^*-^*05-/ KO.023S 

■l\o.2i5i»l)J:OimW24BttO*a-Cftd«l6S: 
16.0 mq (25*)J?/c. 
FAB-MS m/Z 790 (WU)* 

( 0 0 8 1 ]H*St«7 *t£tf$7 

{fc£#)b(l$£¥8-26036) 39.9 mq (0.0S03 mmol)4o JX* 
-<>H2>X;l/^^^d-7-/ K0.0275 ml (0.215 ntnol) 
J:VmmUtmt£<DjJ&?it£W7$:5y9 mq(9G?0^ 

FAB-MS m/Z 778 (W+l)' 
[0082] UteMS {t&®8 
4 t£^b(!|# £¥8-26036) 39.9 mq (0.0803 mmol)fcJ:c/ 
a-bfrXl'AA'&^tl'i'VvJ K42.5 mq (0.223 mmo 
l)J:y$*SM2<b0tiO^r<b^ , i*98^52.1 mq (8150 

FAB-MS m/z 806 (Mfl) 1 
[008 3] S*kW9 ft^lt?9 

ft£l^b(l#£¥8-2f>036) 39.9 mq (0.0803 mmol)fcJ:0' 
hJPx>XJl/*^^^P7^ K37.8mq (0.19S mmo 
l)J:03IJft|5?2^|aJSO^ar^t^te9^48.1 mq (7450 

}!|/c. 

FAB-MS m/Z 806 (M+1)' 
[00 84]^ieWlO {t£1$no 

{t£#*btft£¥8-26036) 39.9 mq (0.0803 nno1)&J:t>' 
4~V^^U^>-b*>^^^^^^t3^ Y K36.S mq (0.1 

89 tm^^ymmm^tmm^cit^ii^'io.y m 

(47%)fgfc. 
FAB-MS m/z S14 (M^l)^ 
[0085] HieWll it^ftll 

jt^ftb(?#S : ¥ : 8-26036) 39.9 mq (0.0803 nnol)& JX* 
4-2UU'<>-&l'Z)l*^>l>2V v 4 F45.5mq (0.216 

jm>^x^%tm2tm%o'mx\t^^^^ m Q 

(83*Ol#/c s 

[00 86] FAB-MS m/z 846 (M^l)* 
1 H-NMK (300 WZ % W-ISC)-^) 5 1.92 (dd, 1H. J = 4. 
8, 13.9 HZ). 2.04 (s, 3H) , 3.88 (s. 3H), 4.79 (d, 
3H, 3 = 17.6 Hz), 4.8S (d, 1H, 3 = 17.6 Hz),6.29 



o 
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(S, 1H), 7.03 (del, 1H, J - 4.3, 7.2 Hz), 7.10-7.1/ 
(m, 2H), 7.58-7.65 (m, 4H), 7.71 (d, 1H, 3 = 2.0 

Hz), 7.75-7. S3 (m, 6H) , S.61 (S, 1H), S.9S (d, 1H, 
3 = 2.2 Hz), 10.21 (S, 1H), 10.36 (s, 1H) . 
[0O8 7]*teWl2 lt£43512 

ft£ftb(E £^8-26036) 39.9 mq (0.0803 (nmol)*5 Jctf 
4-^n^>^>^W-^^ni7'{ H51.6nq (0-202 
niiol)J:O«temi0tt^*ft^to«5l2^65.1 mq 

(S7£)t#fc- 

[0088] FAB-MS m/z 936 (W-D* 
'H-NKK (300 Mz, 0MSO-4) 5 1.92 (dd, 1H, 3 = 5. 
2, 14.5 Hz), 2.05 (S, 3H), 3.88 (s t 3H) . 4.79 (d f 
JH f 3 = 17.6 Hz), 4.8S (d, 111, J = 17.6 Hz) ,6.28 
(s, 110, 7.03 (dd, 1H, 3 = 5.2, 7.3 Mz) , 7.12 (m, 
Ul), 7.16 (m, 1H). 7.69-7.81 (m, 14M), 8.60 (s, 1 
H) , 8.99 (d, 111, J = 2.2 HZ). 10.21 (S,1H), 10.35 
(S, 1H). 

[0-O8 9)3BfcWl3 

ft£45>b(# £¥8-26036) 39.9 mq (0.0803 mmoOfccfctf 
4.3- K^>*fe'>7>^l/^-Jl/^D*7^ K62.6 mq (0.207 
rrnoDi: 0**EM2^m^^rit^«1 131*71.4 mq 
(86%)}Sfc. 

FAB-MS m/z 1029 (M+l)* 
[0 09 0 ] 336W14 It£lfti4 

(t£&b(1^£¥8-26036) 39.9 mq (0.0803 mmol)feJ:t/ 
FD^>-£>>Ul^ ^^7^ F'46.6 mq (0.210 
wiol)J:Ojlte«2i0ttO^a-Clt&l?114^3.8 mq (5 

FAR-MS m/Z 868 (Mil)' 
[0 09 1] HftMlS <t£1&15 

<t£l$0b(1#£¥8-2GO3b) 39.9 mq (0.0803 mmol)fcJ:0' 
3_r- hW<>i£l/Xfr&~ J^P7^f K 44.-1 mq (0.200 
nK>l)J:0lltS«2^Htt<O*ffi-C<b&«15«:25.7 mq 
(37*)'ff!/c„ 

FAB-MS m/z 868 (M4l)* 
[0 09 2] ££Hl6 ffc^lG 

(t£#lb(# £¥8-26036) 39.9 mq (0.0803 mmoD^JrO- 
hO^>Hf>X^^^^^P >^ 1*43.4 mq (0.196 

[0093] FAB-MS m/z 868 (M-l)* 
'H-NMR (300 l*\z. LMSO-4) * 1-90 (dd, 1H, J = 4. 
7, 13.9 Hz), 2.04 (S. 3H) , 3.87 (s, 3H) . 4.81 (d, 
3H, J = 17.2 Hz), 4.90 (d, 1H, J = 17.2 Hz), 6.30 
(s, 1H), 7.04 (dd, 1H, 3 = 5.1. 7.3 Hz), 7.15 (m, 
1H). 7.16 (m, 1H), 7.75-7.S1 (m. 3H), 8.01-8.07 
(m. 4H). 8.34-S.3S (m, 4H) f 8.59 (s. 1H).8.93 (d. 
3H, J = 2.2 Hz), 10.44 (s, 1H), 10.62 (s, 1H). 

[0094] Ht£Ml7 ft£1»l7 

(t&1Sb(15£T l S-26036) 39.9 mq (0.0803 bwo1)4dJ:C>' 
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96 rmiol)J:9«lfcffl2i0 ^ 
(755)f#/c. 

[0095] FAB-MS m/z 838 (M+D* 
l H-NvR (400 MHZ, CUSO-d) « 1.91 (dd, 1H, J = 5. 
1, 14.2 Hz) , 2.04 (S, 3H), 3.76 (s, 3H) , 3.77 (s, 
3H), 3.88 (S, 3H), 4.77 (d. 1H, 3 = 17.3 Hz), 4.85 
(d, 1H. 3 = 17.3 Hz). 6.25 (s, 1H), 6.99-7.08 (m, 
5H), 7.13 (m, 1H), 7.17 (m, 1H), 7.69-7.84 (m, 7 
10 H), 8.55 (s. 1H), 8.99 (d, 1H, 3 = 2.2 Hz), 9.94 
(S, 1H), 10.10 (S, 1H). 
[0096] ^KiMlS ft&ttlS 

(t£1*3b(1* £¥8-26035) 39.9 mq (0.0803 frmol)4d JX* 
2--j*V^U>X;M^^^d^^ K49.3 mq (0.217 mmo 
l)<t 0lltfiW2 < hBtiO^rit#*118^63.anq (89%) 

mc 9 

FAB-MS m/z 878 (M+l)* 
[0 09 7] ££0*19 ft£t»19 

ft£tabO&£¥S-2603o) 39.9 mq (0.0803 moOfcJctf 
20 1-^-7 >1/>XJU*-/^^CI9^ F42.2 mq (0.186 mmo - 
l)J:^«ifil^2i0aO^T*ft^l9^52.8mg (75S) 

[0098] FAB-MS m/z 878 (M+D* 
'»M*R (400 MIZ, CMSO-cU S 1.84 (dd, 1H, 3 = 4. 
9, 14.1 HZ), 1.99 (S, 3H), 3.24 (dd, 1H, 3 = 7.2, 
14.1 HZ), 3.84 (S, 3H), 4.69 (d, 1H, 3 = 17.0Hz), 
4.79 (d, 1H, 1 = 17.0 Hz), 6.17 (s, 1H), 6.94 (dd, 

1H, 3 = 4.9, 7.2 H7), 7.11 (m, 1H) , 7.18 (m, 1H), 

7.57-7.74 (m. 7H) t 7.85-8.11 (m, SH) ,8.47-8.49 
30 (m, 2H), 8.53 (5, 1H), 9.05 (d, 1H, 3 = 2.2 Hz), 1 
0.22 (s, 1H), 10.35 (s, 1H). 

[0 0 9 9] ft&^20 
{t£&a<3#£¥S-2tV036) 50.0 mq (0.0861 romo3)<ON,N- 
^fjlt^^7= K(lml)igflWC. h'Jif^7$> 
0.03 mU> Jet/? *iWPO«-'*W-l' 0 0265 
ml (0.189 innoD^ttlX. Sfl"C3KH8l»Wc 

WUCAO&sJ'frT 2 >*rSigo.i mVdrJjiUe e>£M£"C 

fmmtfum Tk^/joxrriii^^aia?^^ summit 

^jgUt£t$320£50.6 mq (9150S*:. 
40 FAB-MS m/z 644 (M*l)' 

to i oo] mm2\ fk&ttn 

i/y ?*;bt^A7 S I* (1 ml)SfStC. 1^ 0 X?)17 $ > 
0.03 ■lfciffX?*^*-ry2/7*- H0.036m1 (0.48 
0mmol)?:)JDX. 3«H»S«K:*>»fc. S£t««^30K 
> ?A,7 z>J$s~ ^SiRo.05 ml ^IJOx. ^ 6 tcMiS 

ET?agHtSft21?:50.0 mq (62%)iSfc. 
FAB4.6 m/z 672 (M+D* 
50 [0101] XtoN22 ft£«322 



(24) 

45 

ft£&bd*&¥3-26036) 29.4 mq (0.0592 mmol)ON,N- 
tsjt ?)V*)IA7 Z F (1 m1)&ft£. h 'J X?to7 I > 

0.025 mifc £U 7 * r. o d v ^ - b 0.020s 

ml (0.143 rmK>l)£flQ;L. lSr-1.5^iaB»Lfc. 
f&i§^vCn-7Pt";Ur $ >0.1 ml^?H3x.5 *>tcssr2 

8»Ufc£»22*:34.6 *q ($4*)fSfc- 
FAB-MS m/z 700 (M+lV 
[0 1 0 2 ] $fctt23 <t£«923 

{t£1$3bOBk¥S-26036) 29.4 mq (0.0592 imoDfc «fc 10 
4 y 7D fc'JWT 5 >0.1 ml J: U *SfiPJ22£|H!«l^)^ffit > 
ft&&23&21.6 mq (52S)f#fc a 
FAB-MS m/2 700 (M+l)* 
[0 10 3]»M*«24 <t£t?J24 

ft^1*lb(15£^8-26036) 29.4 mq (0.0592 mmol)fcJ:tf 

n-^ur ^>o.i B iJ:9^H22£MK>#&rftd 

&24&41.0 mq (9550&/C. 
FAB-MS m/z 728 (M+l)* 
[0 104]«fe{«25 <t^25 

ft^b(45£^8-26036) 29.4 mq (0.0592 nnDl)fc«fctf 20 
>fy^;I/T5>0/lmU0lltBf«22iPI«O*a:-Cit 
^25^38.6 mq (90£)f£A:. 
FAB-MS m/z 728 (M+l)* 
[0105] jHe«26 lt£«!26 

(t£ttb(1#£¥8-2f>036) 29.4 mq (0.0592 nnoOfcJrtf 
$ >0.!mU 93IS£Pl22<?:PI«^£rit 
^1^26^:40.3 mq (94%>S/c. 
FAB-MS m/z 728 (Mil)' 
[0 106]^fcft27 ft^»27 

ft^4»b(S^¥8-2603f>) 29.4 mq (0.0592 mmt>l)t> JlO* 30 

V T ^ ^7 ^ >0.UalJ: 0 ^Iul^l22<b ISieiO^rft 
0^27^:40.4 mq (90^ tc. 
FAB-MS m/z 756 (MH)* 

[0107] HtS«28 ft^28 

29.4 mq (0.0592 mmol)**^ 
^^U^>^)17^>0.1 mU9HieW22i|5li|0^ 
T'{t&&23£45.5 mq (crude)i#k. 
FAB-MS m/z 752 (M+l)* 

[0108] J|ie«29 ft£«29 
ft£fta(1#£¥8-26036) 53.1 mq (0.0914 mmol)fcJ:t>' 40 

£$29£56.1 mq (S7»fgfc. 
FAB-MS m/z 704 (M+l)* 
[0 109] JEi£W30 ft£1?!30 

ft£ftb(&&¥ 8-26036) 29.4 mq (0.0592 innol)fe<fctf 
N,N-S?j* )VX l/>y7^>0.1 ml J: } 3 ^S*f*l22£ P 
»*<D^rft^30^32.6 mq (7%)f|/c. 
FAB-MS m/z 753 (M+l)' 
[0 11 0] HteM31 |t£1&3l 

ft£tSb(t5£TS-26036) 29.4 mq (0.0592 mmol)fcJ:tf 50 
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7- y >o.i mUU ^Sei5«224Ht^^axr4b&1^l?: 
38.1 mq (Md&fc. 
rAB-MS m/Z 768 (M+l)* 

[Oilll «SgM32 ft£«332 
ft^$b(1* £¥8-26036) 49.9 mq (0.100 mmol)^J:^ 
roU5«lfiM22i(5JffiO^Srft 
£1&32£73.0 mq (10G?0iSfc s 
FAB-MS m/Z 776 (M+l)* 

[0 11 2] £SgM33 <t^}3933 

ft£#3b(1££ i P8-26036) 29.4 mq (0.0592 mrol)fcJ:tf 
40K5/-rf**7 $ >**«0.1 mU0»eW22<!:!5lttO 
^arft^«933^:29.1 mq (7330»fc. 

[01 13] FAB-MS m/z 672 (M+l)* 
■H-NMR (300 Mlz, CW50-cO 8 2.03 (dd, 111, 3 = 5. 
1, 14.3 HZ), 2.15 (S, 3H). 3.92 (s, 310, 4.89 (d, 
HI, J = 17.5 Hz), 4.97 (d, 111, J = 17.5 lb) ,6.40 
(s, 1>D, 7.13 (dd, 1H, J = 5.1, 7.2 Hz), 7.34 (m, 
U0, 7.45 (m, 1H), 7.80-7.86 (m, 2H), 7.94 (d, 1)1, 

J = 2.0 Hz), 8.63 (S, 110. 3.90 (d, Ul, 3 = 2.0 H 
z), 9.21 (s, Ul). 9.26 (s, 1H). 

[0114] mmm34 *t£^34 

ft£#1b(#£3 1 8--26036) 29.4 mq (0.0592 mmol)4c>J:o £ 

i/x?)ir s>o.i mi^ORte^iPiao^rik^ 

^34^'32.9 mq (76*)IS/c. 

[01 15] FAB-MS m/Z 728 (M+l)* 
^-NfcK (300 MHz, DtS0-<U & 1.20-1.26 (m, 12H), 
2.03 (dd, 1H, 3 = 4.7,13.8 Hz), 2.15 (s, 3H), 3.79 
-3.83 (m. SH), 3.93 (s, 3H), 4.91 (d, 1H, 3= 17.5 

Hz), 4.98 (d, 1H, 3 = 17.5 Hz), 6.42 (S, 1H) , 7.1 
2 (dd, 1H, 3 =4.7, 7.0 Hz), 7.35 (m, 1H), 7.44 (m, 

1H), 7.80-7.86 (m, 2H), 7.90 (d, 1H, 3 = 2.0 Hz), 

8.62 (s, 1H), S.S9 (d, 1H, 3 = 2.0 Hz), 9.11 (s, 
1H), 9.18 (S, 1H). 

[01 16] HftM35 {t^35 

<t^b(1?a^8-26036) 29.4 mq (0.0592 nrno^XU 
t'-< 'J v>0.1 mU 03U5SW22<t|5)«O*ft-CftM^35 
-^40.6 mq (Waffle. 
FAB-MS m/z 752 (M+l)* 
[0 11 7] 5^36 ^«936 

ft&tSbOft £^8-26036) 29.4 roq (0.0592 mnol)fc JcG* 

^t^36{:32.7 mq (71f6)l#/c 0 
FAB-MS m/z 782 (K4+D* 

[on 8] %sam? itsm7 

ft^1J5b(1^^S-2D036') 29.4 mq (0.0592 mmoOfcitf 
*A* V >0.1 mU D«iSW22(5:^t»CD^a:rit^37 
?:30.1 mq (67%>f#fc e 
FAB-f.lS m/z 756 (f4+l)* 
[0119] Mtams jt^tt38 

ft^1?9b(15S-T-S-26036) 30.4 mq (0.0612 mmjl)ON,N- 



C'5) 



0.030 mite J:tf7 saltan * - h 0.0200 mi 

Jf:Ut£1}»38£29.5 mq (67«f*fc- 
FAB-MS m/2 720 (M+l)* 
[0 1 20]*ieM39 <t£«*39 

ft^*!b(1# £¥3-26036) 30.4 mq (0.0612 mmol)fcJ:tf 

x*y-)\,7 1 >o.unu ^mmstmmumvit 10 

£&39£20.3 mq (49?0f#fc. 
FAB-MS m/2 672 (Mil)* 

[0121] £Sef*«40 fc£«40 
{fc^lSbCK £¥8-26036) 30.4 roq (0.0612 mmol)fcJ:tf 
y h *5/7 5 >0.1 ■U0SBil«38tH*©*tt"Cft^ 
#540£21.5 mq (55*)JSfc. 
FAB-MS m/z 644 (M+1)* 

[0122] .«*ElH41 it^41 
<t^bCt#£¥8-26036) 49.S mq (0.100 mrooDfcJC^ 
7)Vy U JU7 x >0.1 mU 03l!fif«38t|fiJt«a)*ffit:Mt 20 

67. 4 roq (91*)?$fc. 
FAB-MS m/z 744 (M+l)* 

[01231 £*ftP«42 1t&«M2 

{t£t^b08 8-26036) 30.4 mq (0.0612 mnol)fcJ:t>' 
*s* *>l<7 Z >0.1 mU0^W38iP)«<O^Krib^ 
&42£26.7 mq (GSQfS/c. 
FAB-MS m/Z 640 (M4l)* 
[ 0 1 2 4 ) !9fcW43 ft£«M3 

ft&^b(1#£¥8-26036) 30.4 mq (0.0612 mmol)fcJ:^ 
>^X^U7 = >0.1 .U0l5«£«38iH«O*i£r<t& 30 
&43&27.S mq (630t9/c. 
FAB MS m/z 696 (Mil)* 

io i 25] mmm™ ms®** 

lt^^b(1#£^8-26036) 30.4 mq (0.0612 mcH^hXlf 
V ^>0.1 mU 0 ^teW38i|51tt0^arit^lS44 
£31.5 mq (72*)i3fc. 
FAB-MS m/Z 720 (M+l)* 
[0 1 26)3lfiSW45 <t£«M5 

(t&IMbtff 5V£S-26036) 30.4 roq (0.0612 mmol)fci:tf 

>0.1 ml J: 0 »6W38£ BHO*ttt?ftS«45 40 
4'23.6 mq (53S)fffc. 
FAB-MS m/Z 724 (M+l)' 

[0 127] ni&FU* (t^W46 

ftS1t9a(?l£^8-26036) 50.0 mq (0.0861 mmol)<DN.N- 
V* *;U*wl-A7 S F (l ml)iSitS£. h *)x? )l7 Z > 
0.03 mlfci^^D F 0.0190 ml(0.198 m 

moDtijax. sar-«w«tfi/fc. Rie»as«c4CKy^ 

465: 31. 5 mu ( 58*)f§fc. 50 
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[01281 FAB-MS m/z 634 (M+l)* — 

'H-M* (300 KHZ, WSD-4) 1.83-1.92 (m. 6H), 1. 
97 (dd, 1H, 3 = 4.9, 13.9 Hz) , 2.13 (S, 3H), 3.92 
(S, 3H). 4.90 (d, 1H, 3 = 17.2 Hz) , 4.93 (d.lH, 3 
= 17.2 Hz), 6.20 (m, 1H) ? 6.25 (m, 1H) . 6.33 (s, 1 
H), 6.77-6.89 (m, 2H), 7.09 (dtf, 1H, J = 5.0, 7.2 
Hz), 7.63 (m, 310. 7.S3 W. J = 9 4 "O- 7 87 
(d, 1H, 3 = 9.0 HZ), 7.99 (m, 1H), 8.51 (d, 1H, 3 
= 1.5 Hz), 8.61 (S, 1H), 9.14 (d, 1H. 3 - 1.8 Hz), 
10.10 (S, HO. 10.12 (s, 1H). 
[0129] *teW47 ft£«M7 

lt£$a(15£¥S-26036) 50.0 mq (0.0861 mol)4c5 JX* 
^/?D7P^>^^^?07^ K0.0180 ml (0.158 
wnoDi: 0«l«46iHaW>*a , t!ftA«i47«:44.1 mq 
(81*)l# fc. 

[0130] FAB-WS m/z 634 (M+l)' 
'H-M/R (300 Mlz, CMSO-*) 5 0.78-0.87 (m t 8H), 1. 
80-1.92 (m, 2H), 1.96(dd, 1H, 3 = 4.8, 13.9 Hz), 
2.12 (s, 3H), 3.91 (S, 3H). 4.88 (d, 1H, 3 -17.5 H 
z), 4.95 (d, HI, 3 = 17.5 Hz). 6.33 (s, HO. 7.08 ' 
(dd, 1H. 3 = 5.0, 6.3 HZ), 7.5S (m, 1H), 7.81 (d, 
1H, 3 = 3.8 HZ), 7.85 (d, 1H, 3 = 9.2Hz), 7.87 (m, 
HO. 8.44 (d, 1H, 3 = 1.3 Hz), 3.59 (s, HO, 9.11 
(d, UI,3 = 2.0 HZ). 10.30 (S, HO, 10.34 (s, HI). 
[0131] |HB«48 it£Vl*S 

(t^a(1$ -&¥S-26036) 50.0 mq (0.0S61 mmol)i>J:C v ' 
i/^KX^ls ZlsiOhlS-frZV^ * F 0.0230 ml (0.189 
mmoDJ: U*teM46<h|nitt<7)^t?<t^4S^47.1 mq 

(79%)^/d 0 

[0132] FAB-^^S m/z 690 (Mil)' 
'H-NMR (300 WZ, CttSt^d,) 8 1.73-1.93 (m, 16H), 
2.12 (S, 3H), 2.82-2.90(m, 2H), 3.91 (S, 3H), 4.89 

(d, 1H, J = 17.4 HZ), 4.96 (d, 1H, .1 = 17.4Hz), 
6.32 (S, 1H), 7.08 (dd, 1H. 3 = 5.0. 7.2 Hz), 7.60 
(m, 1H), 7.80 (d, 1H, 3 = 9.0 Hz). 7.85 (d. 1H, 3 
= 9.4 HZ), 7.88 (m, 1H), 8.46 (d, 1H,3 = 2.0 Hz) , 
8.59 (s, 1H), 9.11 (d, 1H. 3 - 1.8 Hz). 9.98 (s. 
1H). 10.01 (S. 1H). 
[0l3 3]HJ6f«49 It^tt49 

(t^fta(1$^8-26036) 50.0 mq (0.0861 mmol)4tf £V 
^t/tU^yfJlyuVX-toZV? A KO.0303 ml 
(0.198 mmoDJ: 0|l«SW46iH«O^r±"Cft^U!495:4 
4.8 mq (70?0iS/c. 
FAB-KS m/Z 746 (M+l)* 
[0 1 34] JI&PH50 {t^«550 

(t^^a(l$S i P8-26036) 50.0 mq (0.0861 mmol)& JX* 
t/Za^'fl'XA'tf-bZUyJ F 0.0265 ml (0.198 

(74S)}§/C, 

FAB-MS m/z 718 (Wfl)* 



(26) 

49 

[0 I 3 5] *te{*!5l <fc6tt5l 

(t£l3Ja(1$&¥ 8-26036) 50.0 mq (0.0861 mmol)fcJ:tf 
7^^^7ir^^^n^-< K0.0262 ml (0.198 mmol)<fc 
i)WffltobR&0>1i&Vfc<&&S&45.2 mq(72=Oi? 
fc. 

TAB-MS ro/z 734 (U4l)* 

[o 1 36] 'nmm2 ihsi&si 

ft£«!a(1S&¥S-26036) 50.0 mq (0.0S61 mmol)fcJ:tf 
4-^ hty7x^I/7tf^^7-f b'0.0303 ml (0.1 
93 riino1)J: > r*teW46iI^flO^S"C(t^C952%53.4 m 10 
q C73»f#fc„ 
FAB-MS m/z 794 (M+l)* 
[0 137]£*e{*<53 it&#553 

ft^a(t# £^8-26036) 50.0 mg (0.0861 mmo1)fci:^ 
t KOy^-t'f^^P^'/ F0.0281 ml (0.139 omol) 
i:0^teW46<»:^fil<Z)^ftrffc^53^47.1mq (72%) 

FAB-MS m/z 762 (M+l)* 
[0 138] »cW54 ft^?54 

ft£$9a(t# £¥8-26036) 50.0 mq (0.0361 imol)i>J:C>' 20 
isl/i-tJJlpV^J K33.9 mq (0.203 mmol) J: "O^Se 
M46±mt<DjyiiXH'S1to54$:52.0 mq (SQ*M3fc„ 
FAB-MS m/z 753 (M+l)* 
[0 1 39] MfeW55 it#fe955 

ft£fta(*l$&¥8-26036) 50.0 mq (0.0S61 mmol)*J.<fctf 
7i/ + y7tW^07-i KO.0274 ml (0.198 nrool) 

£vmmA*mm<D7jmx>it£toH£5<>.2 mq cmo 

FAB-MS m/z 766 (Mil)' 

[0 14 0] HtfcflSG ,t£*?56 30 
ft^ttaCB&jp 8-26036) 50.0 mq (0.0861 mK>DfeJ:tf 
/ <>yW : 1ry7-tf^i'U7^ F0.0312 ml (0.198 m 
nK>l)J:0^teW46iR{iO^^t^^5tVS:47.8 mq (7 

FAB-M> m/z 791 (Mil)* 
[ 0 I 4 1 ] «fe(5«57 jt£flr>7 

ft£#5a(=|f £¥8-26036) 50.0 mq (0.0861 mmol)fcJ:tf 
2-7P^^D7-( K0.0195 ml (0.198 mmol)<fc 0 Xia 
W46iRttO^?£-C{t^57^43.4 mq (82*)|#fc. 
FAB-MS m/z 686 (M+1)' 40 
(0142] HJfcMSS ft£«J53 

ft&fta(ftft7S-3603Q 50.0 mq (0.0861 mmol)fci:tf 
2^>f7 x >7irfi^Ci7 Y l ; 0.0244 ml (0.198 mmo 
l)<t0Rrel«46iPttO^^r'lt^53^4S.4mq (75%} 

FAB-MS m/z 746 (M+l)* 
[0 14 3]^P459 ft&ft59 
{tStoa(#ft¥S-26036) 5U.0 mq (0.0861 MK>1)&J:tF 
^>y^i^P7^ KO.0274 ml (0.198 mmoOJcOXtfi 
P446i|5lt$0^i£r(L^59r3S.3 mq (63r.)f?fc 0 50 
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TAB-HS m/z 706 (M+l)* ~~~~ 
[0144] ft£«*60 

ft£taa(1#£¥S-26036) 50.0 mq (0.0361 mmol)^J"X v ' 
Jt)\,Y YfoJMtVvJ K0.G247ffll (0.1S9 rmiol)i: 1 ) 
*Sel^46i^ltt^ftrft^l}l60?:53.6 mq (S5S0f> 
tc, 

FAB4.6 m/z 734 (M+l)* 

[0145] mfcMtl ft#»61 
ft£#9a08£¥ 3-26036) 50.0 mq (0.0861 mmoD&JX* 
><V hiM Jl^P^-f K0.0251 ml (0.1S9 mmol) «fc U '#1 
JilW46i|Hl^0^ffi-Cff:^ ; IJl6l^55.6 mq (SS£)»fc. 
FAB-MS m/z 734 (M+l)* 

[0146] (t£#962 

ft£toatf$£¥S-26036) 50.0 mq (0.0S61 mmol)4c> £V 
A-H-*r*y*J4fr9U?4 F0.0354ral (0.1S9 mmol) 
J:0RteW46tPJtJO^£r{k^62?:60.3 mq (86%0 

FAB-WS m/z 818 (M+l)* 
[0147] 3I*Ef#63 ft^63 
it£fta(1#£ i F3-26036) 50.0 mq (0.0S61 nraol)JdJ:c>' 
2-^D^t^>y -f;U£ri7 ^ K43.5 mq (0.198 mmol)J: 
<)Rl^W46<?:|5]t50^i£-e}t^ : B563l- 59.7 mq(80£>& 
fc. 

FAB-WS m/Z 864 (MU)* 
[0148] SSbWM ffc&4S64 
ft£ftafl# £¥8-26036) 50.0 mq (0.0861 mmol)iJj:6 f 
.l-'yu^^VV^^U^'f K 6. 0262 ml (0.198 mmol) 
< fcO^t6W46t0»O^rit^r>4*58.7 mq (79*0 

FAR -MS m/z 86-1 (M+l)* 
[0149] *HIbWI65 ^t^65 

ft£&a(1# £¥8-26036) 50.0 mq (0.0861 mmol):kJ:c>' 
4-^P^>y^^^P7'{F43.8 mq (0.200 mmol)J: 
0|lteJS46<tP«O^rft^ : a65?r60.9 mq(82?0f§ 

FAB-MS m/z S61 (Ma)* 
[0150] nix>m<x> ft^t5966 

<t£ftaC&£¥ 3-26036) 50.0 mq (0.0861 mmol)fc<J: V 

2- ^VXJ^<y\/ A >\sW5 4 KO.CKS ml (0.189 nrool) 
<t0^teW46iRtiO^ffirft^66^57.4 mq(84%rfi 

fc. 

FAB-4& m/z 7% (M+l)* 
[0151] »fcl*l67 ft£$67 

ft£«?a(ft £¥8-26036) 50.0 mq (0.0861 mmDl)fc<tC v ' 

3- ^- |-P^>'/^^D7-f K38.8 mq (0.209 mmol) J: 
0RffiW46il5]«(D^rit^67^49.7 mq(73?0f# 

fc. 

FAB-MS m/z 796 (M+l)* 

[0152] Uteres f t^rttes 

ftaftM(1J'£¥S-26036) 50.0 mq (0.0S61 mfiul)& <fc (*>' 
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4-r. hD^>*/^Jl/^n^ -{ K37.6 mq (0.203 mmol)J: 
'0 *ScW46^Fltt^ftr ft£&6S* 50.1 mq(73;0(# 
/C 

rAB-MS m/z 796 (M+l)* 
[0153] *SeW69 ft£»69 

ft£1?9a(#£¥S-26036) 50.0 mq (0.0861 mmc>l)*S J:tf 
h7^V Ol/^n^^ F 0.0282 ml (0.189 mmol)J: 
U^S6W46iHtiO*arft#15569?:58.1 mq(3S3)?i 
fc. 

FAB-MS m/z 766 (M+l)* 10 
[0 154]*fe{?<70 {fc^tt70 

ft^aOEk^ 8-26036) 50.0 mq (0.0861 MiDl)fcJ:tf 
y £7-7 -f ^ K0.0278.ml (0.198 mmol)^: 1 ) 

HtSW46tH«O*ffir-ft^!!70S:47.1 mq (72»t§ 

/Co 

FAB-MS m/2 766 (M*l)* 
[0 15 51HJ6W71 <fc£tt71 

ft&fllaOl$&¥&-26036) 50.0 mq (0.0861 mmo1):fcJ:e>' 
4-X^JK>:/-f Jl^Cl^-f F0.G273 ml (0.189 nrool) 
J:9Hi6W*tHSO*aT<t^1!l7lt58.3 mq (89%) 2( 

FAB-MS m/2 762 (M4l)* 
[0 15 6]|?telfl72 ft^972 

It^ftaCt*^ 8-26036) 50.0 mq (0.0861 mnol)4oi:c>' 
z-zi + / A )^P7 -Y KiMI$t&37.2 mq (0.209 mmol)J: 
9HteW46iK«<0yjarit&ia72*38.1 «nq(6^){5 

FAB-MS m/z 70S (Mil)' 
[0 1 5 7]«SfeW73 ft£B*73 i 
{t^fta(1# £¥8-26036) 50.0 mq (0.0861 mmol)*iJ;t>' 3< 
^V^n-^y AAs'jUV-i K8QRJ&37.1 mq (0.20S mmo 
DJ: 0^j»^biPI«C7)^^rMt^%73^43.9mq (72%} 

FAB-MS m/z 708 (M+l)' 
[0 158)^1^74 \liA*74 

ft£^a(^£^8-26036) 50.0 mq (0.0861 mmol )£>«*£>' 
2-^*7 *>*^#-*>P">^ F0.0212 ml (0.198 m 
mol)i:0^teW46(h|^«l(D^ar'ft^74^45.O mq (7 
3?0i#fc. FAB -MS m/z 718 (M + 
1 ) • 4 
[0 159JHJ&W75 ft#»75 

ft£^a(*3&¥ 8-26036) 50.0 mq (0.0861 mmol)&J:t>' 
A^ZU j 4 h'0.0323 ml (0.189 mmol)cfcOK 
J!feW46i|i)tt0^iirft&W75^52.1 mq (5n*)ISfc. 
FAB-MS m/z 750 (MU)* 
[0 16 0]«£P*76 (t^76 

ft&ftb(1#£¥S-26036) 50.3 mq (0.101 mmol)ON,N- 

i>j tT-;1'+^at 2 H (i mi)i§ifi:c. h »; xf-;U7 ^ > 

0.03 rolfc £1*1' V Jl pOVfr& J- h 0.0161 ml (0.19 
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J?)IT \ >7ki§d50.01 mli'}J0x.5 6^&gr^B#KHS" 

<t£&76£59.4 mq (8$0ff/£. 
[0161] FAB-MS m/z 666 (M+l)* 
'H-tott (300 KHZ, O&O-cL) o 1.95 (del, 1H, 3 --. 4. 
9. 13.9 Hz). 2.12 (S, 3H), 3.91 (s. 3H) , 4.62-4.68 
(m, 4H), 4.87 (d, 1H, 3 = 17.7 Hz), 4.95 (d,lH, D 
= 17.7 Hz), 5.23-5.29 (m t 2H), 5.37-5.44 (m, 2H), 
5.96-6.10 (m, 2H), 6.31 (s, 1H), 7. OS (dd, 1H, 3 
10 - 4.9, 7.0 Hz), 7.49-5.56 (m, 2H), 7.82 (d, 1H, 3 
= 8.8 Hz), 7.84 (d, 1H, 3 - 8.8 Hz), 8.21 (m, 1H) , 
8.56 (s.lH), 9.16 (d, 1H, 3 = 2.0 Hz). 9.65 (s, 1 
H), 9.80 (S, 1H). 

[o 1 6 2)mmm77 \t^n 

it^fya Ofrx^ S-2 6036) 50.0 mq (0.0861 mmol)<DN,N- 
i» *jb**A7 * F (1 ml)*§ifcK. F M x^;l/T S > 
0.03 ml4s<fcff^>2'*'2np*;M- h 0.0270 ml (0. 

189 movzmz.. msivM^mnuc. sesmcjo 

^^;i/T^>7kr§?i5o.i mi£fln*.3 6«cSS*C«Ra 

<t^tt/7*50.9 mq (7r*)f#/c 0 
[0163] FAB-MS m/z 766 (M+1)* 
1 H-MR (300 MIZ, CMSO-cO 3 1.95 (dd, 111, 3 = 4. 
8, 13.8 HZ), 2.11 (S, 310, 3.91 (S, 311), 4.83-4.96 

(m, 2H), 5.18 (s, 2H), 5.21 (s, 2H), 6.31 (s, 1 
K) , 7.08 (dd, 1H, 3 = 4.8, 7.3 Hz), 7.31-7.58 (m, 
12H), 7.82 (d, 1H.3 = 8.8 Hz), 7.81 (d, 1H, 3 = 9. 
0 Hz), 8.22 (m, 1H) , 8.55 (s, 1H), 9.1S(d, 1H, 3 = 
2.0 HZ), 9.72 (S, 1H), 9.85 (S, 1H). 
30 [0164] £4£ttl It^l^A 

Wl$7k0R(TX)7Kfff!Sl.4g (60-65%. #J2.6 mmol)CCy * 

c(l#r/a0363-2955SS) 551 mq (1.0 mmol)(7)^ PPJfoUA 
(12 ml)^l?4dJ:^3^660mq (2.6 rnnol)^)©^ 
^;£T-i8$fi3S^Uc. SlT*S»«:^*tt»^H 
«;^A7K^i*150ml (lN)^ii. ^Un^VAT'lltim 

40 50 mq (9r^fc. 

FAB-+.1S m/z 804 (M+l)* 

[0165] (t^d. 10.0 q (12 nmol)4Di:^^*-9" 
y-J-U>r F^$>17.5 q (125 mnol)0 I' W&XO 

(t^«Je*5.73 q (65S)f#/c. 
FAB-MS m/z 706 (M+l)* 
50 [0 1 66 JStBt^VV'V-* (11)33 mq (0.15 mmol)CO 
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NJf-£/y?M;*A7£ K£tf5 mKC MJ*n<h MM 
Jl*X7 y >17S ma (0.58 rnnol)*:J]DX. 7^'>*l<& 
T. ^V309rrHm^Ltz n #vCft£1J5e. 1.0 q (1.5 
rorol)QN,N-;>y^1/*rt'A7£ KS.*4 ml. h 
3l/7*>1.0ml (7.2 nniol)i>J:a'2>t-^;Ut' , J>>>0.5 
ml (0.46 rimol)***.. 60*C-C3BSBH9J* 1/fcS. 

4»ET3*t,fc. ^y^W^^A^nv^* 
77 4-v?nv*)M*/s ZJ-fr = 50/i)rf5$? 

U {t&«3f?:7SO mq (75?=)ff fc. 

FAB-MS m/z 683 (M+l)* 10 

(0167) ft^taf. 750 mq (1.1 imol)©^*^-^ 
/?PP*Jl/A(lA)?g$40 ml£. *JR{fc*->**- h y 
■>A42 mq (1.1 irniol )*»*.. *»T3Q»BlSlff Wc. 

0A-cf£«Eb/c. ««*wrra*b. «afc!/y*y 

* = 99/l)T?ffi»l/. <t£l*!q£620 roq (82*)!# fc. 
FA&-MS m/z 685 (M4i)' 

[0168) ft^la 620 mq (0.91 mmol)Ol,2-^ 20 
DPX^>(9ml)/y^/-^(lml )?lt£7§S££ . 5 .1 

h 'J^A^ h*5/F/y >-/-***0.2 ml (1 mmo 

ftU {t&feh*: 150 mq(83%)t^/c. 
FAR- MS ro/z 601 (M*!)* 

[0169} ftfelfch. 90 mq (0.15 im>ol)<7) * P P*'t- 
A/^ ; yy-;V (5/l)jS«56.0 m1iC^7>7T-Xil'^> 30 
fi$i04 mq (0.45 mol)£Jin;i. iHfiH-CHftUc. 5J£ 

?§jt?^^fo^ss.*^^ h « ^A?kTS?stca^. ^p* 

PP^l/A/^V-^ = 10/iyCflHSU <t^A%3 
7 mq (40?Q(£fc* 

[0170] FAB-*S m/z 615 (14-1)* 
'H-WwK (400 t*z, CDCl,) & 2.20 (S, 3H), 2.65 (dd, 

1H. J = 4.6, 15.0 Hz). 3.33 (S, 3H), 3.49 (dd f 1 40 
H, 3 = 7.4. 15.0 Hz), 4.08 (s. 3H). 4.32-4.66(ra. 4 
H) , 5.86 (s, 1H), 6.85 (dd, 1H, 3 = 4.6, 7.4 Hz). 
6.99 (d. 1H, 3 =16.1 Hz). 7.10 (m. 1H), 7.34-7.36 
(m. 2H). 7.39 (dd. 1H. 3 = 0.5. 8.8 Hz), 7.58-7.63 

(ra. 2H), 7.62 (d f 1H. 3 = 16.1 Hz), 7.72 (s. 1H) , 

7.80 (d.lH, 3 = 8.8 Hz), 8.57 (m, 1H) , 8.72 (s, 1 
K). 

[0171] *««2 ft£tf*B 

ft£1K 2.51 q (4.11 iw1)Ott{t^?U>8iK(200 
ml)'.CN t N-v YV7*nt: ^X^iir ^ >8.8 ml (51 mmo 50 
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l)^d J: P P y ? 31- X ^3l'X - r 3^2 .48H^f26^1t5iK)' 

ud*. s«*sa£vssi/. RjffSri/yayjM--?/. 

^P7^'77 ^(^np;^A/W-il/ - 200/ 
l)t«Ht, (t^1J5i*2.93 q(99®»fc. 
rAB-MS m/z 727 (M)* 

[0172] it^i. 2.93 a (4.03 mmol)€:JSfty * 
U>/y £ /-Jl/ (3/l)igil$160 mltcfSiftU 5.1 N~)~ 
K y h + ^ F0.6 ml (3 mmoD^tiax, 30#8lS 

j^7Ai?P7h^77 Y -(>7pp^;i/A/y Jr y- 
;u = iro/iycfllHU ft«i^toHfAU-*y 

gXCftU ft£ftB*1.17 q (45%)lf/c 0 

[0173] FAB-MS m/z 643 (M)* 
1 H-NKK (400 MHz, CDC1,) 5 1.30 (t, 6H, 3 = 7.1 H 
z) ? 2.20 (s, 310, 2.41(dd, 1H, 3 = 4.9, 14.4 Hz)", 
3.32 (dd, 1H, 3 = 7.6, 14.4 Mz), 3.728 (q, 2H, 3 = 

7.1 HZ), 3.733 (q, 2H, 3 = 7.1 Hz), 4.08 (s, 1H), 

4.10 (S, >l), 4.81 (s, 2t0, 4.83 (s, 211), 4.85 
(S, 4H), 4.91 (d, Ul, 3 = 16.8 Itz), 4.98(d, lit, 3 
= 16.8 Hz), 5.91 (s, 1H), 6.88 (dd, 1H, J = 4.9, 
7.6 H7) f 7.42 (d, 1H, 3 = 8.3 Hz), 7.49 (m, 2H) , 
7.83 (d, 1H, 3 = 8.5 Hz), 7.90 (d,lH, 3 = 1.2 Hz), 

9.38 (d, 3H, 3 = 3-0 Hz). 

[0174] #3*1*13 it^C 
jt^k. 802.4 mq (1.52 mnol)(7)^ty 9 V >®ffi(40 

m1)(C^>7T-X3U^>fi$680.5 mq (2.93 moOfcJ: 
r/2-y h^VX^y- ^2.0 ml (25 mmoD^rtlX.. SiS 

mZffiJIT'g&Utc. Si^y'i^W^^^PV h 

^77^^DPtol'A/^^ = 10O/3)Tl8K 
ft^CS:200roq (20%)f^c. 

[0175] FAR-MS m/z 643 (M)* 

(400 MHZ, CDCl.) 8 219 (S, 3H), 2.42 (dd, 

1H, 3 = 4.6. 14.3 Hz), 3.32 (dd. 1H, 3 = 7.2. 14. 
3 Hz), 3.41 (s, 3H), 3.43 (s. 3H) , 3.60-3.64(m, 4 
H) , 4.09 (S, 3H). 4.17 (br s, 1H) . 4.77 (s, 2H) . 
4.80 (S, 2H). 4.89 (d. 1H, 3 = 16.6 Hz). 4.97 (d. 
3«, 3 = 16.6 Hz). 5.95 (br s, 1H) . 6.87(dd, 1H, 3 
= 4.6, 7.2 Hz), 7.43 (d, Ih. 3 = 8.5 Hz), 7.47 (m, 

1H), 7.53(d. 1H, l = 8.5 Hz). 7.85 (d, 1H, 3 = 8. 
5 HZ), 7.91 (S. 1H), 9.10 (S. 1H). 

[0 176] 
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mhA^ Yo*i\,>^j~mmtekV'Z*\b%Myh *e«H3 -kiaftoytm ■ £«dna 

fS»7'j-rtXFj [0 177] 

KF'J 1 - AiE WOSi W * afiSDNA f K?'J* 1 

EW-S^ 2 - AXE5WMMB : 6* D N A * 

SEQUENCE LISTING 

<H0> KYOWA HftKKO KCOr'O CO., LTD. 
<120> AN AGENT FOR I hW BITING ACTIVATION OF NF-K B 
<130> H09-1S31H1 
<L40> 
<141> 
<160> 4 

<L70> Patentln Ver. 2.0 
<210> 1 
<211> 40 
<212> DMA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic DNA 
<400> 1 

gagaaqgqaa attccqatta qctttcqqaa tttcccctct 40 
<210> 2 
<211> 54 
<232> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<40Q> 2 

tcqacaaata aaqcaataqc atcacaaatt tcacaaataa aqcatttttt tcaa 54 
<210> 3 
<211> 54 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 3 

tqcattoaaa aaaatqcttt atttqtqaaa tttqtqatqc tattqcttta tttq 54 
<210> 4 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 4 

tqcattctaq ttqtqqtttq tccaaacacq aqcccqqqq 39 
<210> 5 
v211> 39 
012^ DNA 

<213> Artificial Sequence 
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57 SS 

<223> Description of Artificial Sequence .Synthetic DNA 
<400> 5 

qtacccccqa qctcqaqttt qqacaaacca caactaqaa 39 



(51)Int.Cl. r ISS«JId# 
A 6 1 P 43/00 
A 6 1 K 31/553 

m^si;wTffl?t3Mwr3Ta6^6^ tsfogg 



F i f-vj-y (#^- 

A 6 1 K 31/00 6 4 3 D 

31/55 6 0 4 

F £ — A(#3f ) 4C072 AA03 AA06 AA07 BB04 BB03 
CC02 CCU CEOS FF16 CG07 
GG03 GG09 UU01 
4C0S6 AA01 AA02 AA03 CB22 kttOl 

MA04 miA ZB01 2B11 ZB26 " 
ZB33 ZC41 
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